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im-#Lm i ] mm-^ : 2$tzte4x*mzti2>T<; mmm*. r$;m. 

im^m 2 ] mm-^r : 2 t tzi* 4 -e^s ti& r $ j r^ym 

o 

[ft ^ 6 ] : 2^/;ii4 -e^s *i& r ^ y mie^j 1 pj— t fca 

[If *E 8 1 If 7 fE^MIx.^ ^-1?1l±il|&*fK(g3fe LT# 

[mas 9] m*xsism*>&mmttt**mu imu flB*tox&x 

[if 3cg 1 0 ] If 1 IBmo^e® & L < itm^M 3 
[fjf^l 1] »^4ffi*©««*'M"LTfc*Eafco 

?6**«i*c**»*« i o i feii i i tam^^o 

[If l 3 ] fttt Att*«K • j»5tft»Aljr -e* £ if 1 2 15$ 
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o 

[W#£ 1 5 ] If ^ 1 WEm^g^® *> L < »iMf*fi3|B«0»^^ 
K £ Ji * & fcvfco 

1 4 £ fcfcfc 1 6 ffi^<7)MfH 0 

^jSKW-C* &fflf 1 8 £ it 2 o ta^con^o 

o 

Umm 2 3 ] Mttftg 1 IgfOIfif^ L < tiff 3 IB*ctf>*B$3^7*- 

umm 2 5 ] I* i famous « l < ttm&gi 3 

[ff*^2 7] nr$g2 3mm.<DA?v-->y?j&tfzmmm2 sis 
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m*m 2 9 ] ttmmntim • JtRft»*#T * * m&m 2 8 ism 

o 

[fi*^3 1] ftWAKS-^f • 3 0|Bm<7)^^ 

ho 

Dft*£ 3 3 ] ft* • MMtttfJMf-c* £ Ht*£ 3 2 fB«<7)^ * 

IiW 3 6 ] ft***** • »lt^M»l*-C««lt3lt« 3 5 IfifcO^Rf 
• Ml. 

[0 0 0 1] 

[0002] 
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^-v: 4/ 



[0 0 0 3] 

U filllfltJifiOJii&Di: fcU:M^t^77 , 'f tf^M Y % 4 > £ 

•flt^fei* £7° -7* ^ S-<r>T?r-4 4 >t tf 1 (PA I - 1 ) 
[0 0 0 4] 

[0 0 0 5] 

m^wxm i ] 

Arita<b, \/*<i *Jr< fj )V • T > K • /^t7-f y*;i/ . y-fl— 
•^^J- — ^-*-3/a> (Biochem. Biophys. Res. Commun.) J , (^:g|), 19993= 
, f£257#, pp. 79-83 
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5/ 



Hotta<b, r^7e-f^ (Diabetes) J , (*@) , 2001^, 
|I50#, pp. 1126-1133 

iimmM 3 ] 

Steppan£>, (Nature) J , (US) , 2001^, ^409^ 

, pp. 307-312 

Shimomura^, ^^f • -fy> (Nat. Med.) J , 
, 19963s m2m, pp. 800-803 
[0 0 0 6] 

[0 0 0 7] 
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) cDNAW5' V M^^f;^^^ T^V-Srlf^ 

/F3) mmm.z&WLtzmi&zm&.Ltz 0 m^tifzmm^y 

M"^^r^o-->^L> ^Olii5^Jlr^L/: 0 c DN AffifrZm 

[0 0 0 8] 

<t) r ^ y mmm t m- 1 tz k m-v r ^ s wsm * ^r-f & s e « * tz 
[2] ebi#£: 2 ttzi*4-emzinz>T<;mMm*, rssm&^i&m 

nrsswamt&lrt *±B [l] B*«>»e«fctt*©tt, 

[3] _tfB [1] IB«OSeKo»fl-^^K4fe»i-e-^^ 
[4] ±fE [1] fBm^®&@S:n- Ki-&ttagEW S#gU 
[ 5 ] : 1 £ fc 3 -?m S *t * igSSB^iJ 8 8 £LK«>tt£ 

EW***i-*±IB [4] i5*c<7)*£m «IU KW J RNA^ ttttSE 

[7] ±fB [4] fB«Sc<^m£^1-£&&;l^*~ N 

[8] ±i5 [7] mm.<o®&^*?-Tm±Mfk*Mmm&LTmbti2>i& 
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7/ 



[9] ±i5 [8] tmnfmm&faztgmu ±ie [i] tsm^a«t7t(i 

[io] ±ib [ i ] mm<Dm&Mi> l < &±fB [ 3 ] mm.^^^ £ 

[1 1] .tie [4] fgm<7>^m£^WLT&&isii > 

[12] tzwmmwms-'t&'mB^m • ^«E«-e* 

&±|B [10] £fcf± [11] IBm^E^ 
[13] fttfUimi • JblE [12] fBicOlSII, 

[14] ±E [6] fB«0^£^LT&*^»f^ 
[15] ±15 [ 1 ] ffi*c<^6SC & L < t±±I2 [ 3 ] mm<r>M%"*7?- K* 

[i6] ±te [15] um.<vfofa*^Lx%:z>Bmm. 

[1 7] Mi«0^btfd±^ItWt^M^)tifflT'Jb-2,±fB 

[1 4] ttzl* [1 6] |B*t«>1**f** 

[18] ±|B [1 5] IB|ROfitfr«r^LT**ISK, 

[19] @E?iJ#-5§-: 2 i^4T^$*i-57 5 /mse^J^IWI— SfctiHRWK 

ra-o r ^ y warn * & # y 7* k * a - k-t & ame^i t « &m 

^Sfi^iJ $ li O — ffi £ * 

[2 0] ±te [1 9] m&<Dmmz&mLx%2>mm, 

&±I5 [18] ifctt [2 0] 3BttOB36. 

[22] immwrn • *±ia [21] 

[23] ±i5 [1] mm<vm&mi> l<i±±sb [3] mwufr^frvtiz 

[24] ftMTJMWtt • JBJMWJMTC** JLB [23] i2«cO* ^ y - _ > 
[2 5] ±|5 [1] fBifcOgfiJCfc L<t±±f5 [3] IB«0«^7^Ki^ 
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[26] • HMtft»*#-C**±|B [25] ffim^^ * V > 

[2 7] ±13 [2 3] f3ft<^** fcl±±f3 [2 5] |B«<Z>* 

[2 8] ±13 [2 7] SB*OMt*r£-#LTfc*, &feffiMfo<D%>ik*?zi*tt 

[29] fWAt^t • *K^«»#-C**±B [28] tBf^Hf • ft**!) 

[3 o] ±i3 [4] iatto«K*fflv^ifcS:ii$8tt"t&, -t^a^^^-fb 

[31] ftMt*ft*qi • Jg*fttf**-C* S ±|3 [30] i3m<^ * * u - - > 

[32] ±ib [4] tm.<nmwi*^tszt*^t-tz> s ^mmmmofrft* 

[3 3] ftiiw • «iwtirJMre**±iB [3 2] f3«fc?>* 

[3 4] ±|3 [3 0] Um.<7)A? V-->r-fi&*1zl±±& [3 2] |3*c<7>X 

[3 5] ±13 [3 4] f3iS<<»®£^LT&& > #«tt*M&05Hfc*fctift 

[3 6] ftttftftPfll • »Kft»**-C*&±IB [3 5] SBtt^Kf • jfrBR#J 
[0 0 0 9] 
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^-v : 9/ 



<l&mi-^>) ^>&L<teB£^£m ^SHEO^fiJC* TSS169J 

0Ox.tf, Pi?L» tK v-)^ 77f, H*7v\ 79, -> 

v. >)7, 4%, -9-;v N ?->v^^-&fc*) 0«Bfl& JJF«, B£ 

jnubu tt^m. wmpmm, #tt», ^-9->^>>a« > 

mm, mmmm, mmm, mifimm, ft&mm (m, t«, 

, w&m* mwmm,, ^mm, -wmm, ®wmm, m.^mj&. $im®m, sm 
l < \mnmm, ttzit^tihm^mmmm, &mmi> t < 

flu s#&gu ^flg*iS3*, ami. urn, imru, -^b&m, mm, /wa 

) . Wtt. Ti#, 1, #11, ffflfL JfflK, &3ttHU ¥4«> mm, fl, Hff 

> m, mim m, ±m, *») , hi?, ash, ml html * 
rajfiu m*> ^> #, nflf, mmmm m, n&nm®. 

[0 0 10] 

E#)#^: 2£fctt4^Sft*7$>'lKEy!l*, T^tftl»75 
^«E3?0fc3llRWH|BI— OT^yftEygt LXii, : 2f/:li4t^ 

t<!^8 0 %Jtt±, $ h fclfrt L < 9 0 %lik±, L < lift 9 5 % 
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^-•x : 10/ 



-7^i^J: «7 ^ y *»*«>M4 (%) o rawr 5 y mj 

m (Phe, Trp, Tyr) % UMjErBST $ y » (Ala, Leu, He, Val) , It7^/^ 

(Gin, Asn) , Mtt7 5/f (Lys, Arg, His) , iftT^t (Glu, Asp) 
, Tmmzm-fZT^yWi (Ser, Thr) , iI^$(/>7 5^ (Gly, Ala, Se 
r, Thr, Met) & t*<T>m fr—JlzfrmZ ti%> T $ y Wt&mf hfi&o Z<D£ 

TkmMTssmzzzmiitm&nvmmmKmtzistibz*^ (up*,, « 

«&*#»T«fcn?* *) , «^OSnRlC|B«$*LTV»« («x.{^ Bowleg, Sci 
ence, 247: 1306-1310 (1990) £#M) 0 

T^ym@B^J^B|WH4^^-r^7tie>^T;v^';XAi:LT{i, #0xJ^ Karl 
in<b, Proc. Natl. Acad. Sci. USA, 90! 5873-5877 (1993) &Cffi^<7)T;VrfiJ 
XA [^T;vm;XA{±NBUST^<tO f XBLAST7 e n^^A (version 2.0) &w&& 
yLttiX^Z (Altschul<b, Nucleic Acids Res. , 25: 3389-3402 (1997)) ] 
, Needlemank, J. Mol. Biol., 48 : 444-453 (1970) fcfBROT/U^ 1 ; XA [ 
MT;i/=ri; XA fiGCGV 7f->x TV? y ^ - S**»OGAP:/n fix 
, Myerses J: ZMi Her, CABI0S, 4: 11-17 (1988) HfS$£<7) T ;V rf V X A [ 
i7;V3-'J XA fiCGCSe^iJ 77^>^>hy7h^x7A7 7— i^co— |f|J-e*4A 
LIGN'/n 7*7A (version 2.0) *LTV>&] , Pearson^, Proc. Natl 

. Acad. Sci. USA, 85 : 2444-2448 (1988) ICfE^o y )V rf ij X A [i7;V3"VX 
A&GCGV7 h ^iM-; ^-> ? 4'OFASTA7 0 n^^Atca^f *ITV>&] ^ 

& $ L < It® 7 0 %m±, £ Kftt L < fi^tj 8 0 %m_L, #C^iL 
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^-v: 11/ 



[0 0 11] 

m&itt : 2 1 tz fi 4 $ *i* r * y mmm t mm® izm-<o r s y wmm 

Lv> 0 

[0 0 12] 

^KW^^KoifHti: LTJ4, ®lx.f4\ l/-t^- (*>L<i4'J:*f>K) ^ 

tibom&w&nmz mi&m^mz, ttumm^mz) puswit* 

[0 0 13] 

*f&WOSS5ft UTtt, #0x.f4\ ©E3W*: 2i^li4tf$^ 

r ^ j wmwr ^ jwrn* i im<or ^ ;wsm<D $ % 1 $ fc« 2 «jsl± (» 

4L<», l-3 0flim SP£ L<*41~1 OliUJg, ^ib^f Klit ( 

1 - 5 ) m) or<y LtzT 5. j wsm, ®mm-% : 2 1 tz 14 4 -e^ 
$*L*T*ymE^j*y sym#^ minors y&E^JKi 4 fcii2flm_L ( 

^it<(i, l~3 0fS@jg. «F4L<«41-1 OfijgJK, §f)t:ifiL<li|t 
(1-5) 10) <DT $ SWt&ttMLJzT $ SMEW, (DE^-t : 2$fcli4-C 

^ $ ti*> T ^ y ^E?!l* T < y mm^r 1 1»<7> T 3 y &E?IJ l £ (4 2 m&± 
($ffL<(4. 1 ~- 3 0 £P£ L<f41~l Ommm, S<bteSF£L<fi 

m. (i~5) a) <oT$ym*m\2titzT$;wMm, ®e^j#-^: 24^(4 
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2i@m± ($f^t<(i, i~3 omnm, &t t<iii-i ommm, s^sf 
tL<awc (i~5) n) ot^ /t»7 5 y^-eg&stw^ * ymie^j 

L < BUSS ft-?* >9 , ^#rt-CliN3WKS/^^ 

^-M^^Oi^7;^VXA^V^fIf-5a^^ 0 CIO 
^47*tfyXAtLTtt, Nielsens, Int. Neural Syst. , 8(5-6 

): 581-599 (1997)Mi*<B7*:*»;X* »7*:*»;XAttSigMlP7n*r?A 

(WWW-r?- : http://www.cbs. dtu.dk/services/SignalP/i^lJffllT^) 
*&£*ITV>£] , Emanuelsson<b, J. Mol. Biol. 300: 1005-1016 (2000) 
«07^=ri;XA [^7;V3'VXAtiTargetP7 p n^7A (WWW-M- : http.V 
/www. cbs. dtu. dk/services/TargetP/±-C^IJ^ pT| &) £ *IT V> & ] 

*»re>*L*#, i*Le>KRsg**iafv». «*.«r, sosui (signal) yn^y a (www 

•9— /t- :htt P ://sosui -Proteome.bio.tuat.ac.jp/cgi-bin/sosui.cgi?/sosuis 
ignal/sosuisignal_submit.html/±-eflJfflnrtg) *JBV>fc*-fi\ @Z?iJ## : 2t 

a 4 $ *i£ 7 * j wm\\ z^rtz # y ^ K fi 7 ^ y it7< 

y m@e?ij * 7 5 y U»7^ *BH K: * v vc 1 £ fc li 2 « JGLt© r $ 

L < «**^T5 yftBHCIi. *©N3Wfc 1 4fctt2«LL 
O 7 ^ y tt^ftfti Lfc7^ ftEfll* 1 * tt 2 « »±0 75/i 



tt}§E#2 004-3061403 




mm. 2003-171188 ^- v? : 13/ 

[0 0 14] 

m £ fi z> r 5 y mie^'J 4> r 5 y u»7^ mse^j £ & x ssi6 

9^6 & & v> (i'ftfcco Pi$'LH>^ £ tr S % V> * * n ^tr & & 0 
[0 0 15] 

@B^J#-^ : 2 £*:l±4"-Cit$*L&T3 SWW&W T * /glffl J«C07 5 JWi 
EW*«*1-**a«ttC*fcf*, ^Olfig (SS169) C***» 
^;v^v;l/^ (-C00H) % *m->V-K-COO-) , (- 
C0NH 2 ) SfcfcttXrA' (-CO OR) <D^fLXh^ X i> «£ 

ZZr^XTfrlz&tfZRtLTl*, Wx.lt y^-;K J^/K n-7°ne;v 
, 'fvyntX n-rw^oc i - 6 7;^;i/S ; {fjitif, ->^n^^^ 
;K ^oa^>h^c 3 - 8 ^^n7;v^i;^|f, 7x-;K «- 

2 7M;vS^^oC7_i 4 77^;i/i; nV-m-f ^t+y^f«^' 
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^-v* : 14/ 



ii^M^ l tz ^t> ^ & a m & i?<om&m a m % z *> $ t tt & * 

[0 0 16] 

Si69tmKWnra«<oSttS:^rf ^*LOtot*ot^J:v> 0 r 

^£*l&TS ymiB^iJ^T^ /^ff 1»7 5 /fge^H, SS169i:*l 
[0 0 17] 

ft l»75/»JoH> SS169fcffiMMBU#*&#!»j» (V-f/* 
WO«^-/^KJ Kte&ttitk^o LfrLfttfb, frfrZ^fT-Vte, SS169 

[0 0 18] 

**Woaj«"<^KttC5fcj»*«*^^'>^* (-CO OH) „ 
h (-C00-) . 75 K (-CONH 2 ) ^ciii^fJV (-CO 
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OR) OlBrtL-C&oTfc £v\> ^i"Cx^f^mR4:Uli> SSl69t*o 
[0 0 19] 

<DM%i&tLxi±, wus, mm.m («jtif, *tm> w 
[0020] 

SS169ttz&*<?>i&i*, tu^L^mi&^Ottf ^^a»^g#:^c7)^ 

^-^i:WD7h^77^ -*fcfH"£ t lz X i> SS1694 7ttt-t«5«[*«»-r 
BU:i**±IBfc|Hiatt:*n-7' h^77-f-^t;#i-it^J; «9SS1694 
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^-v: 16/ 



[0 0 2 1] 

SS169& L < tt-t^ttfl^ 1 /?- Kf fctt-eott rSS1693SJ t jfe^i"* 

o SS1693H £«J& L ft S y ^ K i> L < f i T S / BK t 2bfcSB# =S:$5"£*L> 
Sr & & Jft^l" & c: J: *) g ft £ ;& g 6 » £ 

(DM. Bodanszky U.K. Ondettu ^"/f - K • y>tyX (Peptide Synthe 

sis), Interscience Publishers, New York (1966^) 

(2)Schroeder:l3 X CM.uebke^ if • ^7"^ K(The Peptide), Academic Press, New 
York (196530 

®^mm^m, ^y'f K^^ttm %mm (197530 

SLit^mmmm u m&mmtmv, 205. (1977 

m 

[0 0 2 2] 

±IB^feT?ftP>tL*se» (^T^K) **5S«l#:t?**»^HI±, 
[0 0 2 3] 

SS169lS©^tCi±, ItffiOlgR^AAttltfflv^ £ fciWi 4. * 
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^-v: 17/ 



^^;v^-^;v7^^;vT-ir v^r^mm, #y r? v )vr ^ mm, 4- 

(2' , 4' -yVl«^>7x^-HKD^y^f;v) 7^*v#J3S, 4- 
(2' , 4' -v^ h^rv-7i~;V-FmocT^ 7 7 i S * v#J§|^ 

[0 0 2 4] 

i^Uli, DCC, N, N' -vW7 9 n^;l/^;u;Kv?^ ^ ^ N _^^. ;V _ 
N' - (3-y^W<//ni;^) 7?;l^y^ < Wfflv^tL^ 0 Ctt 
^^^^^tt^tCfi^-fe^^gJ^WJ (fllJxJ^ HOBt, K00Bt)tti> 

i<~i%m T^sm* mmmm izmn-t z a\ s ^ i± % #fkm&t7k% * & t± h o b t 

o fc&KWmiz faint z> :t^^ 0 

[0 0 2 5] 

^fWA7U', N, N-y^f;i/7th7^ K, N-^ f;vt!n i; 
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18/ 



s^tu ii#it-2 or- 5 oroifcH^fcaMKstL&o fg^b^ttfcr 

7- * V oft*, ttftKSoKfttfr* - 4 < m*BU&* 

[0 0 2 6] 

^T^iOflStLtli, 0Hx.tf, Z, Boc, >*';-^>-^ 
^y*;^'x;K Cl-Z, Br-Z, 7f "?>f ^t^y*^^-^ hi; 7 
7i-W7^W^ Fmo c Ztfm^htL&o 

%n>#**snsmtt > «iif, r;v^;vi^x;Hk (MxJ*. ^m 

;K 4 h n^yy*;ux^7^ 4-^ f^y^>y>i^f;K 4 _^ nn 
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: 19/ 



fo^>©7xy-/i^t*«io«iitLTli, flJittf, Bz K C 1 2 - 

o 

^fvX^^^V-^^IitLTIi, ^x.lf, Tos, 
-2, 3, 6-F'J^f^>-f>x;bt-;K DNP, ^>y>t^ry^f^ 
. Bum. Boc, Trt, Fmo c & Wffiv* P> tL& 0 
10 0 2 7] 

&mm<om$; (urn) ^tLxit, mint, Pd-i^§v^pd-m 

•7AHJ:**7C*^<>ffl^P,tL&o ±SBayayti^«l:*JKMIRJSti. — «&wiBj-2 

y-fK> 1, 4-y*yv^^-;K l, 2-3-?yi/^-*-)V%¥<D£n?j:l) 

rfflv^tL^> 2, 4-v- bD7xr.;Htift7x/-^H;J: 

. h V7'f77>(7)^ y K-;Wfcffi*t LTffi^<b*L&*;v^;v^±_tfgcD 1, 

i, 4 -y** >yft-;v^^ o^T^^S^i* 

[0 0 2 8] 

, 4, 5-h'J^nn7x/-;K 2, 4 - v- h n 7 ^y -;k y7y^f^ 
T;i/3-;K ^7-hn7x;-;K HONB, N- 1 Kn^vX^ h\ N 
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-tKD^7^WU\ HOBt) tox^f^) fcfc^ffiv^tl&o /gift 

^r^y^ofStt-fk^tLTt^oi: itii, «ittf, ttft-t & y >wtr $ vtm^ 

[0 0 2 9] 

^^^^L^gSK (^^f-K) ££$biU C^Wlfil (^^K) * 

*^y;H^i07;vn-;i/itH^L7^Ix^r;^ Lfcffe, _hfS 
[0 0 3 0] 

[0 0 3 1] 

SS169^(± N SS169f tz\,t^r(DU^-f^-Y^a- Y-f Z>mW*-§m~t 
tenuHt^o SS1692 Ttii-eo^^T^K^n- K-r^>^m(±D 
i>±^ 0 $ftu<{iDNA^Wf>^o tfc, ^m^r^ii-e^or^, - 
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SSl69*feli*«!>*«^^K«:3-K1-*DNAfcLrii, ^ADNA, 
^ADNA7^7'J- PSfLlfr^ M£lf, tK 7** 
> £ x 7:>\ h, 5y t^^^ aAX^ 

-ft if) <7)^f,^^« cmur. jFFffliau mnnml ^;t«u * 

mpmms #®iml ama* 7^^^h, ±& 

mm, fcmm, tt&mm, tchmk. mmwmm, mmmm, mmm, mmm 
m, &mm m, ^077^, t«l b«u 

«F«jg^ **) , E**, WftflUk 

«*MSu #*J|ft* Jf*nAtL<linffflU^ ttz&Zti 

+**>t>»*>mm Miif, m, mniMiiL m, mm, mum, ±mmmm, 

ML &KJft, TO #ft, ftjt. 0, (m, ^ 

*») > a* <t*u mml «tmu *^jflL, mum m%, mm, mm 
, n« % («, mammm* , whs*? 

L fcJRA • « J: *) MM Ltz£R N A « lim R N A ®#*# r ^Reverse 
Transcriptase Polymerase Chain Reaction (&T\ TRT-PCRffiJ bm$Ft 

[0 0 3 2] 

SS169*3-K-*-*DNAfcLTI4, «*«T % SB^J#^ : 1 £ fc l4 3 

^^«@e^j4»m*#^ s s attatfwen*«4r?s dn a, * &ae?u** : 



ffi§I#2 004-3061403 



#M2 0 0 3 - 1 7 1 1 8 8 



^-v 7 : 22/ 



B5^j#-i- : i i 3 -em* ti2>m&w.m*i&m&-%- 8 8 &mnvtiESBmkto 5 

0 %m±, L < tilt 6 0 %&_h % $ <b i L < (i*tJ 7 0 %J£Lt, ftcjffi 
L < i±&j 8 0 ft fcjfrt L < i±j& 9 0 %&±0*Bl^te &^-t*«Ug|fi?l|£ 

^^&DNA&^fflv><b*L& 0 
[0 0 3 3] 

J£\ ^*;x^-.?n-^>^ (Molecular Cloning) H2j{£ (J. Sambrook e 
t al., Cold Spring Harbor Lab. Press, 1989) icfB^Oyj^^ t'K^o T^tSt 

^t^-ei^o Tn*SR^7^-7^ i ;-^'|gffli-^j#^ ^ ^rj ^ 

>>w x > yyx > h ttii, fliUf^ h >; v Aummm*) 1 9 ~ 

i& 4 0 mM, 0f L < f±j& 19-^2 0 mMT\ 5 0 7 0 "C, #r£ 

l<{±^6 o~^6 5r^#^w^tL^, 0 i- v v * Ammmm 1 

9 mMtSt« 6 5 WWj&mi-t L</\, 

SS169&3 — KfliDNAti, #2 L < fiBE?!j#-t : 1 tL^mSS2^J^ 
^#-^•8 8J»O^E?iJ^$fr&)&3fct: hSS169SS®^3- K1" 
Ky9«r**-t*DNA, L<(i@e^iJ#-^: 1 *ia bSS169mTlg 

^V^f-K*a-K-r*tt*E?ll«r*'t&DNA, *fcl±K^»^-: 3^£ 

^^^K^ij^^^-f - 8 8 &M<om&mm z^-tzimc* *?*$smm&m. 

& ^ * XSS169ffiHg# y "V/*- K* a - Kf £:!&^@E?!l Sr^f & D N A * 
[0 0 3 4] 

ymsB^j ^ yitti^ r 5 ymmmv—Mtm— *> l< tin® 



ffiiE# 2004-3061403 



#02003-171188 



^-v*: 23/ 



-LIS L 7t$flflgJ • &Sfi^©c DNA, ±fBLfe«BHa • c DN A 

oT ^^ ^SBtfe««&-ttlifcJ:OP«LfemRNAH^*fflv»Tat» 
R T-P C R&K i o Tiefii- * i t 4> 

[0 0 3 5] 

iI^Jtl!)6 0%JJl±, »4L<li|&7 0%J&Lt, J: 0 L < tt«Ej 8 0 % 
£Lt, ftfcJSFt L<tt*b9 0%JUl±ora-tt*^ff *tt*E?ll***i-&DNA 

[0 0 3 6] 

SS169 4 fc tt* rfKta-KtiDNAIi, |£SS169 4 (4 * 
^T^f K n Kt ^^S@e?iJ<7)-^^ tf |,^ D N A ^ 5 ^ v - V > T 
PCRffiKiotJIiti^ 4 f i£g fcf&gl^ * * - tCjffi.*j2,>^7^ D N A * 
> SS169«eKO-H»**v»tt^|lJ**3--K^ <SDNA | ||f ^. <> L <I±^DN 

V (Molecular Cloning) |g2Ji£ (fitifc) tcSBKO^ft if|:ft,tff4 9 C 



£iiSE# 2004-3061403 



#02 0 0 3- 1 7 1 1 8 8 

[0 0 3 7] 

DNA<D&mmm, K Mutant-super Express Km 

Mm (fc) ) > Mutan™-K (SlMsI (#) ) l££ffiv>T. ODA-LA Gapped 
duplex?*, Kunkel^oa#^^^^v>(±^-tL^^ij6i:*^^o"Cgg 

[0 0 3 8] 

^n->ftS*t3feDNAtt, Stofc J: i tz ItWfM MWLWtfg 

*JhaKVfcLTOTAA, TGAf^(iTAG^fLTV>TU^o £*L<bO 
[0 0 3 9] 

SS169 1 tt % OSB#^ y K £ 3 - Kf * D N A £ <£ tr#§3i^ * * - 1± , m 
x.tt, SSl69&3-K^&DNArt>fcBWfc1-aDNAItfJt*i»$fflU fDN 

Hl^^tUli, *iM*0^7?K(fl, pBR322, pBR 
3 2 5, pUC 1 2, pUCl 3) K pU B 1 1 

0, PTP5, P C194) ;i«y7^ K («, p SH 1 9, p SH 1 

5) ; K (ft : p f a s t -b a c) ; m^mm^m?? 

^5 K (W: pAl-1 1, pXTl, pRc/CMV, pRc/RSV, pc 
DNAI/Ne o) ; ^7-y^^7'Jt77^ ; n *>f 

*t^l*-7^^^^- : BmN P V> AcNPV) ; I/hn^^^ 



£iifE# 2004-3061403 




2003-171188 ^-v* : 25/ 

LTR-/d^^- s CMV h * #n /l/*) /n^-^-, R 

SV (9S*l*3ffi*>f ^n^-^- MoMuLV (*n-- v^gjfo. 

LTR, HSV-TK (|iAM^-)>f;VXf 5v>^f-^) 

recA^-^- AP L ^n^-^- i pp ^ n ^^- t 7 7° 

SPOl7"n*-^^ SP0 2 7 p n^e^-^ 
^**»*-e***&^ PH05rn^^^ PGK^D€-^- GAP 

[0 0 4 0] 

^*v^;K ^VA#inv^;K IJRt-*^ SV4 0ttlUgj& (jar. s 
V4 0 o r i tmtStm^) *ffmU^tOtlv>4it^ 

dhf rtW-z,^^!,, *VM^3Hr-h (MTX) 1M£) , T^fcfv 

fe^ (&T\ n e o r t^ffi^ , G 4 1 81H4) o 



ffiIE# 2004-3061403 



#®2 0 0 3- 1 7 1 1 8 8 



>; krilt^Si^ PhoA - v^^-;He^J. Omp A • v**^ 

, v-r^-v ->> • s/^^Be^ij* mf * • 

KW&k S UC 2 • WB^ftiW ; fi±#K«ittni*^ r/X'j 
[0 0 4 1] 

±13 1 fc SS169 £ f 4 * £>«B#^ K*3-Kt4DNA £ tettSm* 9 * 
—C«±*»|M«U »^*t*»»|BiM*:**«^*£i:|cJ:oT, SS169« 

trilt LTIi, xvxnr • ay (Escherichia coli 

) K12 • DH1 [rny-^X.tr.f.ty 3 t;v-T*f^.t 
^•■9--fj:.>WX.*r--if .JX-Mi^ (Proc. Natl. Acad. Sci. USA) 
, 6 0t, 1 6 0 (1 9 6 8)3 , i*/x'jfcroVjM103 C* * l"f * * 
• 7v»;X • • (Nucleic Acids Research) , 9^, 309(1981)] 

, x yi ijt7o'jjA221 Cv ?J f-f-^.^-^.^v^ J ,7--^^n 
(Journal of Molecular Biology) , 12 0% 517(1978)), jc~> 
*VHr • 3VHB1 0 1 (^-t*.ty. t ^a9-.;t^ny- 
4 1*. 4 5 9 (1 9 6 9)] , xyx-Jtr O-JC6 0 0 (y'x^f^yn 
(Genetics) , 3 9t, 4 4 0 (1 9 5 4)] &ttWBv*G>*i* 0 

«*|* ,t*/i,* .*r*A,X (Bacillus subtilis 
) MI 1 1 4 Cv-^, 2 4^, 2 5 5 (1 9 8 3)], **A,x . 2 
0 7-21 C**-** • • ^ t^^hV- (Journal of Biochemistr 
y) , 9 5% 8 7 (1 9 8 4)3 &£-d*fflv>e>*L& 0 

LT*4, ^#n^** • *HfS,x (Saccharomyces cere 

visiae) AH 2 2, AH 2 2R~, NA8 7-1 1 A, DKD-5D, 2 0B- 



tiiiiE#2 004-3061403 




2003-171188 



1 2, ^/t-y*D7>f -fc* • (Schizosaccharomyces pombe) NC YC 

1913, NCYC 2 0 3 6, \£*T-*XhVX (Pichia pastoris) KM 7 

i %&>m^t>tiz 0 

[0 0 4 2] 

$c<t« (Spodoptera frugiperda cell ; S f m&) , Trichoplusia niO^m 
ft#©MGlil, Trichoplusia niOlPS^OHigh Five™*IHI§U Mamestra bra 
ssicaeft5fc<9», Estigmena acreafi3fc<A*HJ!&& ZWft^t, fi& 0 ^j^^t 
BmNPV^ ftjjtfffl&fc Uli, SA*M*f&Ml (Bombyx mori N « ; 
BmNIBJft) *ZWm*b*iZ 0 iS f «Lt LTtt, S f 9 HA (AT 

CC CRL1711) , S f 2 1 JHft (Jft±, Vaughn, J.L. -f > . tf-f # (In Vivo 
) ,13, 213-217,(1977)) % Ftm^ btlZ> 0 

(Nature) , 3 1 5%, 5 9 2 (1 9 8 5)) 0 
[0 0 4 3] 

^AX^ttCHO (JKT, CHOjWJ»fc*|B) , dlifrlfe?WI 

ft^-XAA^-»cHo (jar, cho (dhfr-) Nift£«e) 

* v**LIBI», 7^XAtT-2 0tt, ^**5in-vjffljft, 9 ^ h G H 
3 t h F L flljg^ f#JB v>£> *i& 0 

[0 0 4 4] 

*T$--*?.iM*>*J4X.*7.V. a .- JL y fkJ ,- (Proc. Natl. Acad 

• Sci. USA) , 6 94 2 1 1 0 (1 9 7 2) ^v-^ (Gene) , 1 7t, 10 

7 (1982) *&mm<D*m\z^xmmm+%zti)^ikz> 0 

(Molecular & General Genetics) , 1 6 8t, 111 ( 1 9 7 9 ) 

Kttnvjjmizfevxmstimirz z tares & 0 



i±JIE# 2004-3061403 




2003-171188 

mm*, mx.it, tv^x-j^.^^^^ (Methods inEnzymolog 

y) , 1 9 4*, 1 8 2 - 1 8 7 (1 9 9 IK rny-^X-t/.f. 

+*s a • T*rs +4 x o--^^- (Pr 

oc. Natl. Acad. Sci. USA) , 7 5i, 1 9 2 9 (1 9 7 8) fc*fc|B*0*tt 

Wift ^ 0,fi *tt, /Ht/f^n^ (Bio/Technology) , 

6 *, 4 7-5 5 (1 9 8 8) ft ^cffif^&K^ T»ft*afcf* - 



ttlf»8 MlIfMyn h 3-^ 2 6 3 
-2 6 7 (1 9 9 5) (Mtt«fr) , ^nn?;- (Virology) , 52*. 4 
5 6 (1 9 7 3) KE*o:frttfcfl£oT3B*|E!**-s it#^| 5o 
[0 0 4 5] 

^. cut, jft*»tLTtt, m^t, r**hv>, TOttjR«- 

> V3^^;ii^am r a«u mm n^- 

^ h>> /tw^ 8 »iU 

xJ^ ^rr-;^ *-9»5y»*^trM9*ift [5 (Miller) , 
• *r • * . * > . + . y*X (Journal 

of Experiments in Molecular Genetics) , 4 3 1 -4 3 3, Cold Spring Harb 
or Laboratory, New York 1 9 7 2] Lv> 0 &jSfc j; t"d^^^ 



mtE#2 004-3061403 




2003-171188 ^--x: 29/ 

a±^A'f;^IIt^^ff^o^t(i, il#ltJ3 0-ft4 0t)t\ It 
6~#&2 4l$rofrfc*>*L* 0 ^sjcio, a^«^*ffotUK 

(Burkholder) ft/J^jft [Bostian, K.L. £>, yny-y'y^-t 

r ■ -9 s - tv3t;i/ • t*t*$- . tr-t>fx>wx • ^r-^f-jx-^^ 

(Proc. Natl. Acad. Sci. USA) , 7 7%, 4 5 0 5 (1 9 8 0) ] <? 0 . 
5%*if$sm*iPimSDWk [Bitter, G.A.*. yoy^X.^ 
• If. i-*sai-A, • T^S- . t7.^x>WX • --if- jz-jt_*jc 
- (Proc. Natl. Acad. Sci. USA) , 8 1%, 5 3 3 0 (1 9 8 4)] 
»f 6*1*0 ^pHli, ff4L<tt»5-ft8T*4. **tt, ii#^2 0°C 

m- **a AiB $ * «a a -e * * &fra*ft * *** t l r ii , 

Wx. If Grace's Insect Medium (Grace, T.C.C., (Nature) ,195 

«, 7 8 8 (1 9 6 2) ) KslMIMbLfcl 0 % ^ vjflLvf^o^n^^^Htinx.^ 
*©**iWBv»e>*L* 0 fiOpHtt, ffJKli^e. 2~&6. 4W 0 
311R-&2 ft3-H»5HW*r*fc*i* 0 ^K^cra^a^ 

5-^2 O%^M^vjflift^^tfft/J^0^ (MEM) ClM.x>* (Scie 
nee) , 1 2 2%, 5 0 1 (1 9 5 2)], ^M^$|^^| (DM 
EM) C^nns;- (Virology) , 8%, 3 9 6 (1 9 5 9) ] , RPMI 
1 6 4 0&% 0>-f-;i/ • 4f • r> . ^r-V • JVyX-y 

a > (The Journal of the American Medical Association) , 19 9%, 51 
9 (1 9 6 7)], 19 91%®, {?u*s-V>y - • -if. y^a^ . -7 



thiiE#2 004-3061403 



2003-171188 



*- • toy*^ • *y (Proceeding of the Society for the 

Biological Medicine) , 7 3t, 1 (1950)] ft £*jWBv*&*l* 0 jgifco 
pHfi, »i L<li|i6^8T^ 0 ifHi3 0t;-|&4 0r^ & 

[0 0 4 6 J 

V*- - A * J: if / * fc f iftfflKft ft tic i o rl#|, * v> **« l fcm, 

aw***** a k j: o Ko^a***;*^* ^atj8v>&*i4 

0TM^ WsMm ^ TUvio KW*^e>SS16«|«rttffi 
fefcLTtt, tt^#tiit^ft^o»»ie^ffli- 4 6^ F ft; 2Wjsfe ^ mWZM 



ffiiE#2 004-3061403 



#M 2003-171188 



^-s>: 31/ 



[0 0 4 71 

hV7i/>, 7;H-;Vx> K^/f r-b\ ynf >^t--t\ 
fr< LT#e>*i*SS169£«>#£M\ i»^^/ : x>f^^;77 
[0 0 4 8] 

Sfcfc, SS169IB«U ±K<Z>SS169£fcli*-0«Bfl^:/^ K&n- KtSDNA 
[0 0 4 9] 

^ j wm\\ t m— i> l < m—<D r^y mmm * & & v ^ y^- v 

BIS fct±*0-SB*3-;ti- &^m£i*> ltr^OSS169f ^li-eoSB^y^ K£ 



ffiSE#2 004-3061403 




2003-171188 32/ 

4 L < tt» 8 0 %m_t, J: 0 4 L < tt*& 9 0 %JBLt, ftfcfiFS L < lift 9 5 % 
[0 0 5 0] 

ssi69^ <n®nmwmm * = - k-*- * ^nie^j t *s*tift & 

ttimfcRM-f* gp-ib % **W07Vf-b>^«iii % SS169» 

[0 0 5 1] 

ft3M$K«Rttfc<, SS169 mRNAO^BB^|T?aboT^^iB^J-C*oT4> 
Eato^ffctiSo ^O^B^^ttflCttOWa^^ii-t^Lif, ItJl 5-^3 0 

> 0B x. (i\ SS169H&IE* 0 U ^ iff- K * a - Ki" & 5 * 3ft ^ T tf > ;v - -7% 
5' ytf-K 5' *MNR«J** #V^^KWRB»3 
K>, Ml«3-K«*fc ORFiWMft3K>, 3' »Mfttttt, 3' jfcrt 

> ssi69jt^rto$n^r**fR«^>iRfi<jfctra^td-6o Miif, ^a-fs^o 

Sfefc, *f£I^T>^*>*^li> SS169 mRNAU<iM^lt| 
r U *W X LT*eK^O«il*B#i-*«»fca: < . ~**DN AT* 



tilSE# 2004-3061403 



#H 2003-171188 



^-v*: 33/ 



[0 0 5 2] 

e >; ^ ^ >^<7)n - ^ y n k-c^, & ^oito * ^ 7V> * ? v * ^- k % & ^ v * 

&o 2«KDNA, l$iDNA, 2*i£RNA, 1*HRNA, $ 

omx-h^t) £#o&?\ (s^vr— 
-*>vy Mfc^t/ M*.\z, r^'jy>, -/v^w^*^) ^o^, 



ffil£# 2004-3061403 




2003-171188 ^-y : 34/ 

[0 0 5 3] 

T>f-fc^^a|(i N RNA, DN A> bZWt&mZUfc&m. (R NA> D 

na) t~$>z> 0 ttztiitmknaimbLTitmknmmmiit*****? 

Itt^ « ^ f. 7 v f -b v xl^o#tt^ J: M^fcfcOK-f&o l 
^HEKfttStt^afCJk^K^fetLT^O, J. Kawakami et al., Pharm T 

ech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Crooke et a 
1. ed., Ant i sense Research and Applications, CRC Press, 1993 % tlZfflTji 

[0 0 5 4] 

-;vm*if) *wre,*i* 0 ^uc^tt, ^m<^3' 5g£*v><i5' 



ttSiI#2 004-3061403 



2003-171188 



V s : 35/ 



[0 0 5 5] 

SS169 mRNA^> t<(i^^mt?$:> ^ Ki»0|*!gB (®mm-Wto<0 

=r*D N A HttK:&&$J Itffttt £ £ £ t&*9§ f> tf» K & o T v> & C9T\ 

)Vyj KfOi^ttRNAt:|,f)til)^;V7^7 p 7'fy>^RNA^f) 

tt*«UE-?*Sflm*ft«U K^«rt*«^=ll»^*liiffj»o 

JHtt*i*o (#fc-£Tftl 0it*5gjg) ^mRNAO^fMO^0ilfg|5f5:t^ii«J^ 
E^Jtc-r* i i «9 , *»mRNAO**jRp*»K:iDWri-* C^WfgT^^ 

W-fcifc^fcv^v^S&fcSffljfc**-*-*. SS169 mRNA#a#?r*i 

E3rl|*-*«|^i-* Clt^CS* fProc. Natl. AraH ttqa 2SQ0): 5572 

-5577 (2001)] o £<btc, 'JWA^ -etLfcrr- DNA£#tf$&5&^ 

*>^£& fNuclgic Acids Res., 22(13): 2780-2788 (2001)] 0 
[0 0 5 6] 

SS169 mRNA^L<li«?ii03- FWA^M tt0l®m$m 
9l<Dl§4H±4>hu>tofrZ<&tr) t:ffliW^If;^RNA (s i RNA 
) 1>itz, *f&«O7>f-fe>^g[^$^S 0 ^V^r^ilRNA^HH^ 
rtl:$Atl.tfORNAi:ffii^^mRNA^j|?$^, ^SRNAf 



fcBf£# 2004-3061403 



#M 2003-171188 



36/ 



® (RNAi) tmxtizmsui, jair^e>«iA, sau «^re*n$>*iTv>fc 

!£, 411(6836): 494-498 (2001)] , 'J WAOftMit ltft@$tit^ 

& o 

*S§I^7:'^*>**i;=f** V^KSOT^if^ Att, SS169 cDNA 
mW> L < »±4V ^ y ^DNABflflMRt^tmRNAt L < tt«DJM&M 

fa^mct^l^o RNAiStt^nsiRNAIi, 

tf7>f*>^itDNA/RNAii^j«t«-efLm*u mm%T~- 

o~&7 0fefti-ft8W7i-y f)i|inct^-c 

[0 0 5 7] 

^©TVft^M^I^itgtu, SSl69£n^- Kf^>W 

^R^^^OSS169«^^m* /c(iSS169ge« 

[0 0 5 8] 

*§&Wl*ttz, SS169^ L< (±^^^"7°^ Kt/c^^co^^i-^^^ 
y?u-i- ot^^D-t £> otUvi,, SS169H K*)- 

[0 0 5 9] 

c^e y ? u - -t )v^m<Di^m 

(a) ?vi--)i'fcfcm$ L mm.(Dftm 



mm^2 004-3061403 



mm.2 00 3 - 171188 



^-v: 37/ 



ssi69^{i, mmm^nzMLx^mzx y)^m^.^m^umz^fi^^ 
v\, ^#(iii#2^6^^iniTo > ft2~i o®mm'if%frtiz> 0 m^bti 

m z-is, ^vxfrbmm<Dm®btitzmfc*miRLmfeft&<7) 2-5 a mm 

(Nature), 2 5 6t, 4 9 51 (1 9 7 5^)) KftV»|Oti-*c: fc*t 

-ei&o tt-frffijitaiifcLrtt, «x.ij:, tfy-x^-i^^ya-n, (peg) 

fil«at(i, WAlir, NS-1, P3U1, SP2/0^>W?) 

P3ui L<ffiv»&tL* 0 m\i*bK*iMtm&Mm mmmm) 

Kt+MBMKUkbo&t Learnt* i : 1-20 : 1^*9, peg (# 
iL<1 ^ PEG1000-PEG6000) ^1 0 - 8 0 %eftO«fl?-C«UD 
*&2 0-4 Ot, #S L<lifc3 0-3 7"CT^1-1 0»||r/^ 
- b i t j: 3» j; < § & o 

[0 0 6 0] 

* y ? n - ^ )VfafcMiks W7* V K- v <o x * y - ^ y >f \z li® a ofrmm 
**oar£\ tt^^^ftft^nry V«5##ffiv»feii4) SWnf^^A^ 



ffiil#2 004-3061403 



#M 2003-171188 



^-v 5 : 38/ 



&v> 0 ^Jx.(^ 1-2 0%, ifi L<{±1 0-2 0%(D*ffiiM!km*'StrRT>M 
1 1 6 4 0**, 1-10 %«>*J&JIBJW***trG I Ti&* (filXMXXft ( 
«0 ) Sfctt^-fru K-^«ffltejfiLvS« (SFM-1 0 1, B*WR (* 
) ) i^lv^ifc^l^o If2 0~4 01C Sf£L<{i& 

3 7TCt?** 0 J&*NFMt±, ii#5B~3M, 0$ L < 14 1 *M- 2 »»TNfc 

[0 0 6 1] 

(b) t/^Dt- )v$mv>mu 

<f*>£&# (M, DEAE) K££Mt3f^ r 
[0 0 6 2] 

s&tf ft v\ h ssi69^ tc^-r & * $mh t r , 



ttiiE# 2004-3061403 



#M 2003-171 188 



^-v*: 39/ 



•/■r^nc^u &o.i~2 0, £fi t<(i^i~5^#j^-e5&y;v$-e^^- 

[0 0 6 3] 

SS169& L < ti^oSU^y-^ K4fc*±-e-Ott, SS169S feti^O*^-^?- K 

^fFW^R (1) SS169*c»UT«*W»Wtt**^*^#* C; 
*n ; iftttH:^-) *fcl**0«[Oifcjg, (2) SS1690*H^JcHa 

• mmm. ( 3 ) ssi69oam§&a^Mjt-r aasmo^gfr • 

(4) m.m=H*mitt* (5) SS169«>S&g«&&ft$*;Mfc^o;**i;*- 
->^ft> (6) SS1690»a**^b$**^^Sr^-J-*#a^.i>^ 
Bfr-i&**k (7) SS169»c#LT»J|fl&Wlittt*i-&fl : -(Mfco3| lSfe (8 



ttJIE# 2004-3061403 



#M 2003-171188 



(T^*K 7>*:*-*h*fcr) (9) SS169 

73 " 7K T > & =f-* h ) . ftftftU ( 1 0 ) SS 

i69tL<tt-e-o«^^K*^tt^ottosg* % (id Mmwkttzimm 

aam * fc ttHBsa^TK k ^ »t * ssi69oi * ^ $ ^ & it^m * -sm-t z &mm& 
v^m • mnm. (13) ssm* 3 -Kt*DNAt*t*#i:hh9^e; 

(14) SS169£rr- K+*a^)Wffiteft$ftfc#fc 

»J*T>K) 0»-frtt*S^b*-fr*ft^ (M> 7^h, 7>^'-XF^ ! 

SS169®. SSie9*fe»«o*flv<^Kt3-Ki-ftDNA (&T\ HW&W 
ODNAJ fcPMB?-*******) , *»!©T>**>;M«*J:tfSS169* 

[0 0 6 4] 

(1) SSl69^WLT4Mlfl91Mttttt*i-*ft««oitoe 
SS169* L< tt-foff^^ K4fcJ4*o*ii, SS1694fctt*ottfc»L-C 

>\ iJi-\£yy(Y\ ni^y^h^-^ ^rnfxy, ^^h-> > 



miE#2 004-3061403 



&m 2003-171188 



^-v: 41/ 



ACAP, -fc^l^>. y^Jjd-y, *;Vyf^>, 7 YUS * y*. vj y^r 
GHRH, CRF, A C TH> GRP. P TH N VIP (AV7^ 

Kw?5>, **-y^ T ^ y >\ ^7^-^ CGRP (*;Vvh 
~>v-> y -f y K^*/^ K) , n^b y vr**?-^ 

-*-**>r> (chemokine) (ffix.lt IL-8^ GROa, GRO/3. GRO 
7 > NAP -2, ENA-7 8, P F 4 > I P 1 0, GCP-2, MCP-1, 
HC14, MCP-3, 1-309, M I P 1 « „ MIP-l^ R ANTES 

TRH. ;*>9\s77-4 v 9#V*<~f*4 FttzteJf 1 7->%:b*) „ ±fiBy tj*> 

-fc^Ol&K, Mitf, BifL£!j% (Wx.lt Kf, v^x, 77K 7^, -)y 

[0 0 6 5] 

JWfclft It SS169 i li-eom^^ L T!H*Wi85f0tt £ * ft^OfcJt 
#&lt SS169^£ffiv*£ri\ * fcli&&x.SS169fc L < lt^r<DU^^ KO|§ 
il^ilU im^^v^T7-f-f-f -T7-fc^»4:ti:J:o 
SS169^^-LT«TO^ (Mx.lt T5^K>BB8I, T-tef-^y 
»Ca2+i^ «rtcAMP4^ «fiflcGMP4«, 4 J 
9 s h-;vy >BKte, aUfertSGSfoy >flMfc, c -fosi 

p hoist* ^*isai-t*^ttt>5:ii«i«y-r *f&t£) z^-r&tt&w m 



miE# 2004-3061403 



mm.2 0 0 3- 1 7 1 1 8 8 ^^-v? 
SSl69*7ttt^^Jc^LT#*WSl^tt*^1-*fk^o^3g^jci5V*T 

[0 0 6 6] 

®mm l fctuw&finr * ssi69^ kimi $ t c * »t « , *« t fctUMb* 
ttossi69afc*?£ttM**&?-« - * tumt-t^ ssi6o* 

(DilL^ft^^, SS169*ft£**-£4luaL$ fett*Oj|jM«3\ 

m&K&ttz^ wm\^tz^m^m<ommm^ mmm^ mm^mmttzimm 
mnm±m Kttt * * mm-t z z t £#m t + * , ssieg z tz » - to* k 

JBfftE&tt & C K * o TMttiU: L fc , * fc tti&*_L 

K£&t&, t^^^k^(7)SS169^^i-^^4^M^-r^ -1 1 
[0 0 6 7] 

«\ ssm*M3L-t&m& (ttzi±ssmzfrm?zmM<Di%m±m) K&mz* 
tzm&iz&ifz,^ ssi69 (ttzimmk&wx&zmm&Mm z-frLtzmmm 

^ fflHrtcAMP4^ «rtcGMP^, ^yK;V'J>|i^ 

at* * «tt * fc « Mtt- * *r) * & d «. t -r s ssi69 * tz a 



£M#2 004-3061403 



#12 00 3-171188 



^-v: 43/ 



£> SS169S fc*±*tf>SB$^-/?- K£n- K-t&DNA*£^t*JI2Ktet*fcfc 
& £ «fc o T*Bfl«-h L fcSS169S (SS169 £ i± -£ <DU$"< 

k* a - Ki-* d n a *tt-rzr>mmfczt&mirz> :uao t^ji** 

£#&$*ifcSS169gi) fc»tt3*fc#*l::*»t*, SS169if (t/i(±M^b^ 

x&zmm&mm '*frt&mmmmm& mm, T7*\?>wmm, 

*a v >mm, mm.ftc a 2 +mm. mm\^ c amp4^ 11^ c gmp^ 

[0 0 6 8] 

*?\ »;ar>K (SfcttUr^-) *£^K:fl§v**SS169*fcLTIdU ± 

tt*£SS169*«6-f*JCI4, *mo^;fr&jWflv*&*L*^ SS169*a-K 
DN A «:«ILlfttt^MttffI$t-S £ t K X «9 ff * 9 i i: 
LV\, B»fc1-*«ejt«»t3-Ki-*DNA»fM-|£tt, cDNA#ffl 

&-fLi>ztii l z%i\mztiz>i>(Dxi±%^ 0 mm, Mi^mh-^ 

^DNA*ffl^TUv», SS169*n- K-r4DNAWfM-*«±tt^ (£fcfi& 
V 4 0S^697°n^-^- N I/fn-)>f;^©yn^-^- ^*n^-*;M> 

4 (nuclear polyhedrosis virus ; NPV) (D^V^. K'J ^7"n^ 
[0 0 6 9] 



miE#2 004-3061403 



#M 2003-171188 



^-i y\ 44/ 



*»Wovar>K (s^Mtur^-) *sg^rtfe»z^v»r, ssi69^«, 

[0 0 7 0] 

SSl69^=SrM^1-^»t(i, SS169«*5mL/i«=bttl|&*v^^ ^a±iB 

W3M#&<'£*ixZ>W$-<OZ. t iv^ 8 HBJ&0«[#^ifetUT»4, Potter-El 
n> (KinematicattJl) K J: SMHfcfc J:*ftSK 7 Uyj-yuxft t*X« 

m& Lktithmtetm^ ; x^frhmmmtz zttz* zmw* t^w«b *l* 
&w&#£k Lxm^hMo mmmm*&& (5 0 0 r Pm ~3 0 

00 rpm) T*^ (a#, Oft) JfcfrU -hflftS&fcHHi (1 5 

0 0 0 r pm~3 0 0 0 0 r p m) T»M3 0«—2WFM«^U ^^tL&ftjR 

[0 0 7 1] 

SS169^4r^i-^>«^^-<7)M®^OSS169«^*{i N 1«^£«? 1 0 3 
-1 0 8^^«|L<, 1 0 5~i o 7^^^ o *»J:0«faT* 

ssi69t fctt*o*»cjw* ify K*ftse-r*±ia©(D-<Do^rtttitit1- 



ttjf£# 2004-3061403 




003-171188 



^-v: 45/ 



^itJt^b^t Ltli, C 3 HK (125i] , [14 cK C 35 

-fcnh^^ ^7h->, -a^-n^f ky, *fef*-f 
h\ ^yi/r» N t + yh/>, PACAP, -t^W?-^ 

#;w>h->, rKV^^a'J^ GHRH, CRF 

, ACTH, GRP. PTH, VIP {*VT9*?47 4>7XT4i-A> T 

T5y>, y9v>-> > CGRP (*;w> h->y-^v u~T4 v K^7> 

Tt-Vv^ TKW>, a^J:^-^*^ > (chemokine) (fl 
x.f£\ IL-8, GROa, GROi3, G R 0 y > NAP-2, ENA-78, 
PF4, IP 10, GCP-2.MCP-1.HC14.MCP-3, 1-30 
9, MIPl tt , MI P - 1 /?, RANTES*^ , .x^ K-tV 
2f*M>, =.a.-uy-y^> > TRH, ^>?UTt-4 vftfV 

[0 0 7 2] 

Mi-«C2:K:J:9SS169miAtrM«^. ^-;77-Cli, p H 4 -~ 1 0 ( 
IJK(ipH6-8) OV>»/?-;7 7'-, l> y 7 r-fc t*<DSS 

4 fe> B»T, CHAPS, Tween-8 0TM( 

f, n^^y^v, e-6 4 tt+mxmm . ^^>^©^r 



ffilE#2 004-3061403 



#02 0 0 3 - 1 7 1 1 8 8 ^- v : 46/ 

T-Jzm^MZmtoir&Z.t'b'CZZo 0. 0 lm 1 - 1 0m lSS169^»i£K 
> TEia (5000cpm~500000cpm) <7) C 3 H] > C 1 2 5 I ] . 

4 (NSB) *^*fc*^«3|Hl0^ltt©^^^^j(ni£^^^i-r«> 
ffl^-T^o RJS»i#5jO-5 Ot:, MS L< tt*&4~3 7 < C"e > j&2 0^-2 4 B# 
F*1> a*L<tt»3 0fl—3B»«fir*^ o asift, **7^I»ftilL, 

^^'> 3 >*->>^-**v>tiy-*^>^^-cW-Sfli-* 0 (B) 
^ ^NfHtfJlS-^* (NSB) £3|v>£#?> (B-NSB) ^Ocpm^i 

[0 0 7 3] 

SS169 S fit * Oil fctf-j- * V if > K * itefef £ ±|ao®-®0^rffi £ HJfcf 

frnyymm* msknc*z+mm> «Wcamp^ iWcGMP^ 
, >r y v h >nm&., mfemmfi&m* mmftm&w<?>v >mt> c - f 

ST> SS169^^M^-f^>«*-x';i/^-^i;i/7 p ix- h^lztgm*f& 0 Vtf>F 

ftsfe * ft 9 k & o r f i bu c r if n ft ig*b & & v > a mm t c $ & * ^ $ ft v 

£ ft'* y ~7 t ' U f>»ft£-^ft if Zmto L T-5£l$W ^ > * a'*- K L 

[0 0 7 4] 

ssi69 i,ztti,T!&m&)mm®i*m-tz> ik&m<DW&%& cov^t, ssi69**jr£ 



fcbtE# 2004-3061403 



#M2 003-171188 



^--x: 47/ 



tr, ssi69^^se®o^tcov^T^#a^#^^fQ^^^r-r>&<b^ 

[0 0 7 5] 

si69S. ssmzm£.-fz>mM-£tzi±z<Dmm%-, ssmzfrm-r&mmvigmji 

1. V^T^K (H:^-) ftSgfflttK 

Hanks' Balanced Salt Solution (^3ttH) IC, 0.0 5 vJflLVtT;^ 
?LS0.4 5^mO7-f^-ej|i|KiU 4"C-C«^i-S^ 
<DSS169£|R,& 

SS169|R*fm3*fcCHO«IIfc*, 1 2 T^U- Hi 5 X 1 0 5ffl/^-C«l 
ftU 3 7t, 5%C0 2 > 9 5%airT»2B^*U^O (SS169^W 

A7U\ DMSO. **y-/M£Ki&J»-*-&o 

wiiwfc^fcracto* loo-ioo ofSift^iftjstcwijR^* 0 

[0 0 7 6] 

2. M5e& 



tBiE# 2004-3061403 



#M 2003-171188 



48/ 



mm 1 m 1 T 2 Lfc« (SS169#^fcS *l «fc t>^±rt 

hSr»SBffl««*-cra«Hri5fe#U^lfe) , 4 9 0 ^1 Og^ii 

^L/;ItM^il:0.2N NaOH-l%SDSti$L, 4 m I <D 
[0 0 7 71 

fr^W^ 3l/vx^-^ ^^5>-, -fen 

>\ t^>M», PACAP, *fe^l/^>, ^#rf> N 5&;Vvb->, TK 
^^^>> GHRH, CRF, ACTH, GRP. PT 

h, vip (a'vt^t^ A >t*t<< t>k vwt^k #y 
"W-k) , v-7^^f^ Kwt5>, wv>, 77^-> 

> CGRP (*;k>^>v?-y>jl/-f'f7 K) „ n^fnf'jx^ 

a &£Wp (chemokine) («;tU\ IL-8> GRO 
GRO£, GROy, NAP-2, ENA-78, PF4, IP10. GC 
P-2. MCP-1, HC14, MCP-3. 1-309. MIP 1 «, MI P 
-1/?, R A N T E S & £*) , x>H'J>, x>fn^fij^ 
- — A-n-f ^>>. TRH, VTtJ v ?tfV^7?y( h\ 1fy~yt£ 



ttiiE# 2004-3061403 



2 0 0 3- 1 7 1 1 8 8 
[0 0 7 8] 

(2) ssi69o«iB^icH*-f*Mno?tt • mmm 

ZVUfr^-fT Fta-KtiDNAt SS1690MCT^H»-«M<0? 

*-) <Dikmftm*mmxz%\,* (ssmcox^m ©ssieg 

«*»A*fc:a#LTSSl69O*Sr1t*Lfc0, © U) SS169*fctt*©«3~< 

^ Kta-m d n a imm*iz&J3. trim*** aciot, ^ 

it (n) ^tft««J»jcsS169*7ttt*o«^^K*3-K^ DNA4 . 
Wfc*»t*SS169©**iiJiDS* % U^K (ifcttPt^H ©fBfl*** 

Jem) **m*i-*m& m*.x. mmm, m^m, mmrnm*. mmmt, 

[0 0 7 9] 



ttiiiE#2 004-3061403 



#02 0 0 3- 1 7 1 1 8 8 



?A, noO^/'J^W?,^ 
/Mr/na-*, **'je-;nfnv K>££Wlf <b*L£ 0 



£h§E#2 004-3061403 



#M 2003-171188 



H;*A, ^^u-b^n-x, kKo^fy^fWn-^ tKn^x^ 

o 

&m m. fi-iju^y, tuuyj)^ sojfyzt*) Ik&fimfhtL&o 
[0 0 8 0] 

nmitsxvmm m, Armm. mnmrnm, mm^mm. mmft& 
*m*& , warn m, ft&«f % ***!i*£o % £#j ^ 



mSE# 2004-3061403 



#M 2003-171188 



^*j6JDLTEE»lS^L, ^T-^tcitj, »fctt**v,>|i 
[0 0 8 1] 

*v*-K #;l'*'*i/^;l^?-;i/.fe;i/n-;* > ftBR7^^Sft-t;i/n-^3Qr^ 
-3 0D5 5 OffiS^) x n-A7 7;Wt] „ ^ * 7* »; JUWtutf y-r- S C 



mSE#2 004-3061403 



!%m 2003-171188 



^^ RS OSS*) > n-A7 7ii/7tj % 7 ? y/M&x*-* • ^ y;v 

jits l * n — f 4 > rmm «\ *<D2 wsLt im±<on*t%4t Lxm^n, 
ttz, m*.ixmit*-9>. ^~mt^(oxd^m 

[0 0 8 2] 

, ^nev^^rya-^) v»tt*Mt1-* i <h K i 

£*l£ 0 tfSKJ:9*ff«rJftM («, -fry **BH- h y m*- h 

[0 0 8 3] 

*x.«, kh, **MF, kyy, *3 N ^ -fr/U**) 

twiT^nct &X § * o 

*»BoDNAt±Bw • mmmt Lxmm^zm&n, *»kodna* 



miiE#2 004-3061403 




2003-171188 ^«->? : 54/ 

£>*^> ftps^#^ -Kfttwiif, « • MtttritM* (ftieok 

ghLT) fc*v»Ttt, -BKo^O. l-i 0 Omg, »* L < tt*& 1 . 0 
~5 0mg, J*)«P4L<li*H. 0-2 0mg"?*4 o *gPWi:«!#n# 

tti«o«!>»-cttair«^tf, tt-MftwiiM* (ttse o 

kgtLX) fc*v>Ttt, -BKoSfcO. 0 1~3 0mgm L < tt» 

0. l-20mgg^ J:f)«fiL<li|5,0. l~l 0mg«jft*»#f aoa* 

is*tt*«*», ftn&54>»*^ -jftw»c«£tf, « - ASftwmrjM- (#* 

6 0kgtLT) fc*V*Ti±, -BKo§^ 0 . 1-1 0 Omg, »i L < »±«& 

1. 0-5 Omg, «fc*)i?£L<{±ftl. 0~2 0mgt^ o »Wi:S4 

«6 0kg^LT) KfcHTtt, -Bfcofcf&O. 0 l"-3 0mgm #4 t 
<(i|t?0. l-20mgff, i^iKl^o. 1-lOmgtI^f 

z<oimi&'k-?*>z> 0 imzm.***. hw^t, #S6 o k g^o tc«* 

L fcJI * £ t &X § & o 

[0 0 8 4] 

(3) ssi6wmm§&mzMM'tz>m8,<D z ?ffi • mnm 

WftFW&JToy >BMfc* c-f o 8©fitt^ pH 



fcBfSE^2 004-3061403 
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^-v: 55/ 



m (UWA^RNA ifStt**i-*-*«[*V=rRNA*^tr) 14, SS169 
iHs^-OlE^ T'n -fe -y v > ^fc J: Xf/ t/;limRNA^(, 

■/ny n^itCJ: SS169^Hm^ia$i-^^t^^^ 0 $£oT, (D^ 
» W Otftflc 4 fc iiCD^SPJ o 7 > ^ -fe > * , SS169<DiiSij^3Ea BUT*- & 

o 

Ha-r^jfem^^Rr • ^^jj tmm^Lxmmt-rzzttfxz&o *^ m 

OkgtLT) Kj3V>Tti. -BKogfto. 1-1 OOmg. #■ 4 L < iijfe 1 
. 0-5 Omg, <fc L< fcfcjfcl. 0 - 2 0 m g"C$>2> 0 ^iPKC^t 

6 0k gtLX) K&^XiZ, — BKoi&O. 01-3 OmggJS, L < 

i±*&o. 1-2 omgmm, L<&mo. l-iomgsi^n 
fc^Kiijuiitifc*^ ip^ot^, tt-Mftmur 

A# (#fi6 OkgtU) Kfcv^Tli. -B^o§^j0. 1-1 OOmg, £P 



ffiSE# 2004-3061403 



Sfrffi. 2003-171188 



: 56/ 



SLOifcl. 0-50mg, L<lifcl. 0-2 0mgW,*i 

(#!6 0k g at) t*v>ttt, -HColftO. 01-30mgt 
fi^ 0*L<«:ftO. 1-2 OmgiH, i«J$f£ L<ti&0. 1-lOmgg 

**«^*oa*^*-e** 0 &##jfcj&fK h Wo^k, M6 okgS 
i) l 7tfi £&4-f * c § h 0 
[0 0 8 5] 
(4) jt^^Bf^J 

SS1692 fctt*©:»ffl«fuafe£3-- K1-***EBIS fc*±*<0— 

fc7v\ 7*, •fr/Hrfc') HU»t&SS169*a-K-^ 

x.tf, iDNA^climRNA^I, WiimffiT^ iDNA 

£f£> ^^y 3 >^pcR-sscpft (r ; 

(Genomics) , 15$, 8 7 4-8 7 91 (1 9 8 930 > /Dy-y* 
• • tvat^ • T#7^ - • *r . -9-^ ,x>WX • • 
— je.^^~ (Proceedings of the National Academy of Sciences of the Unite 
d States of America) , i8 6t, 2 7 6 6-2 7 7 01 (1989 30 ) * 

SS169©«iP^»cBiai-*(feR»CfliJftLTV>*, *> L < fi 

^>f -tf-va vssi69<o&im&&i>mmi*tit:Mk&^ mint 
^ ssi69o^jLm^M^i-^^fjc^mLTv^, t>L<i±nifcmm-fz*sffi 
m*m^ t lift £ i t &"? £ & o 



ttiSE#2 004-3061403 




2003-171188 : 57/ 

*?> o 

[0 0 8 6] 

( 5 ) SS169C0|&^S £ b $ ^ <7)^ i; - - > 

<D»s^«>#«ufea<»tL<ttjWijfi, tfc»± (ii) ^s^^^ttL^ss 

169 mRNAiiafitiikCJ:*, SS169<D5m«JWfc*«to&fc©;* 
[0 0 8 7] 

SS169 mRNA*OSl5gti*#WJC»±JBlTO J: 9 LTfi^do 

(i) jESi&v^i^ce^^t hm%MM t^x, 7^, 

mm mm. mmm, tmmmm, m&m. stm^mm, *j&m*z) 
, ml , mm m^t, m&ttz&&&mmw®%}?) 

ftfetifc«HM(|C*$*L£SS169 mRNAii, «#0*ifeHJ: Qfftffl 

IW^mRNASrjE&ffiU TaqManPCRfc if^SS-fflv^ £ £ \z X *) 

(ii) SS1694fctt*Ottfl^:/* K«r3KRi-«^JR|Ejfcfl:*«rao^»c«v» 



tblE#2 004-3061403 



2003-171188 v 

ttattt, ism-t&z tares & 0 

[0 0 8 8] 

(i) jEt*4v^i^*-f^ii maii«ltjltL-C, X*J&*v*U<lttltt;* 
hV^4if*^.^*-S6I^B«r (3 0M4rv»L2 4B#F«> #;£L<f*3 0^ 

hu^v^li 2B#r»> J:90«L<ttn»m«rft^t6i»ntNr) *>L<ii-^u# 

Rift (3 0^v>L3Hf, 8P£ L<lilR#H&fcv>L2B^ £ W2L< 
ttl*nft&v>L2 4R»nft) , 4/itt*jRl*«vMi*aWxh^t|ai^c* 

tfcft^fta^u ^m-7EB#r^^§m (3 o^^t3 »* l< « 

$*i£SS169 mRNAiim «?#rt-& CI lei 0 =ff & d 

(ii) ^Rte^**^^^***^*^^^^^^^^^^^ - 
%B»n««ll (lB»>L7Bf, Sf$KlilBf^l3Ht> J: 

[0 0 8 9] 

±ffi^^v^->^ft«rfflv»r»e>tL*-ffc^i|irifcii^ottti, ssi69<t>i& 

> *rtCa2+if, «rtcAMP4^ tt^cGMP^ ^fyyf- 

*y «fflfl&«i«tegg» N mmftm&mvv >mt, c - f 0 s ojgi&ffc 



ffiSE# 2004-3061403 



Wm. 2003-171188 



^-P : 59/ 



mmmmmma * $ * & » , ssi69o&&fsi* * ^ $ * & ^ # ^ 

[0 0 9 0] 

«x.tf, 77f, tyy, ^v, .f*, -fr/ufcif) 

(#M6 0kg£LT) fc*v*Ttt, -BCoJfeo.l-loOmg, 0$ L 
<Ji*&l. 0-50mg, i^JKlii&l. 0-2 0mgt*S o ^M 

# (MBOkgtLT) fciJUfli, -0Ko£^o. 0 1-3 0mgm 
«F4L<tt*b0. l-20mgg«, J:5«P*L<ttl!i0. 

L ftfi fclfcW Sit ^-e # * o 
[0 0 9 1] 

(6) SS1690^m«:*^$**ft^t«i-*4Hftjaio W . mmm 
SS169(i mm<D t * & . (Sfff«jft^c^||L, Mi*f;VYW^ 

^MWttoH* L < fift*) *nw-t-*£jft Milf, JEM, «m 



ffiiE# 2004-3061403 
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^-v r : 60/ 



«x.«r* fcK t7y\ -)y, -9-;u^e) 

ICJ: DH^ti**^. gPfi!4^*^ —t6Lmmz_&, « • liR^anwrm^- 

(#^6 0 k gtLX) £*JV*T«i, -BfcofcjfcO. l~100mg,^L 
<*±*&1. 0-5 Omg, J: OfEFt L< Wcjfr 1 . 0-2 0mgW o *iPfii) 

m (M6 Okgt LT) fc:fev»TH\ — Bfco#*5j0. 0 1- 3 OmgSS, 
$f*L<{i^J0. l-20mgtE ^IfJKl^O. l-10m g t^ 

L tzM £ h^t &X § £ 0 
[0 0 9 2] 

(7) SS169lcWLT«*W»fttt*W^&<b#* 0;#>K$ ^liH:^- 
) <£>5£*i£ 

SS169£W\ SS169tr^j"t-^i; ff> K (t/diV-b^-) ^Lt^tt^t 

cda^em r^g 9 v * ^ a j r y -t j mm±, mm 5 4 ^i&ff ) 

tbiE# 2004-3061403 



#M 2003-171188 



^-v: 61/ 



[0 0 9 3] 

(8) ssmtssmizttLxm&tomi&*mir zit&m V)^>h*ttz\tu^ 

77^f^77-fe^^$:ffli/^Iti;j:oT, SS169t -?-<7> 'j # > K 

z<DX7%ik&®jt,z^ v*7?-*fr^xmmmt£ i & mm, r 
sgou^^b, c - f o s <nmmk, pK<D&T%t*zi&m-f&fi5&tfzim 

&Wfc£-tf (T>*=f-*H N (/\) SS169t-eO';^f> F (i/:(iV-b^ 
-) ^^M^^^I-^^tJ, (~) SS169fc-e<D'; 2f> K (ifc 

#*Wf±, (i) SS169St*©i;#>K (ZtzltU*??-) t 

*mmmtt:m&£ no ssmmtzwir^}? {ttztev*-??-) 
m%4k&%tz&mz^fzm&t<D&mz?f%7 ^t^^wct-r^, ssmt* 

±mx?v-~>mmz&^x^ (i) t no (vm&iz&ifzssmiz 

[0 0 9 4] 

£BSE# 2004-3061403 




2003-171188 ^-v* : 6 2/ 

^•^^tt^> mwLfev^^K (s^(±^-b7 s ^~) ossi69^tcjtf *ss^-a 

(DUmt K (SfcttlHr:/*-) SS169*je^-t*<fflfl&*fctt-eo 

WOt/t#4:H5feftLfeHffi (*MM*?V-hSs) *fflv>TSS169*@*I>fti-* 
) fcmmmttzi£&t, liL^'jr/K (i/iliHr^-) J: tmgfrft;^ 
« * SS169 «r & fflft ttzii* <Ol®^ * * v> ttJHftfttt 4 £ 

» 4 tt*Bfl\ & & v> f ifflj&ftft 4 f iffftttfehtt « * t 
m^^^*-t^> i t iz X o T«H±^^ LfcSS169*, 4 fcli«JW»fc:* 

^s*tfcssi69« mm. ±&<v*m*<Dfofo*m%AtLtzmm ( 

fcttV*^-) OSS169»K#-* u JtfH-& i £ 

[0 0 9 5] 

®SS169*i^fc**tofrfc SS169KM1-* 4£fiSS16 

9fcJ:Dettft3*i*flte*j SS169fc*h*- S S16 

9 =^«m± iz&m-t * mm 4 * i±ssi69**^ § izmm 3 -ttzWrs 

t> SS169*j^M-*ft^M&4fcttSS169fcJ: ■> i&teft J: tfl«* 



ffiSE# 2004-3061403 



VfeM 2003-171188 



^-v* : 63/ 



item*. ssi69zmmwk±K§&m.-f&mmt tz&ssm&frwz tifzigm±miz 

>mmm, 7*5^1/ r* y «|*jc a 2 +80^ c amp^, m 

v>mt. c-f osoftit^ p hoists t*mmirz>t£&ttzimm-rz> 

m&%£') £M5eU Jt^ei~^> .1 t SSI 69 <h -?-<£>'; 2f >- K (ifcji 

©SS169 £ f&tt j b1" Mfc-g^ (Ix.lf, SS169KM1-& V2f>K&^) £*:i±SS16 
9K£ ^t^fcSttMb^ (Wilf, SS169tc^-r-i) V-fey^-^^) 

WODNA*«i-*»jn6aft»«rJMH-* i K J: oTiBttiUitcJHILfcSS 
169« i /i O D N A «r MT-r * J&MEJM* * Jgf*-*- * CI £ tc £ o Tit* 

±tt * $ *LfcSS169£ tcftftk $ > SS169 * * ite^J £ fc 

tissi69 tc «t 19 m&it ztih item & «t vmmtem £ > **woDNAm 

■TS^JWEJWfrSrJWi-S ;^:io TlBI&BLLfcim LfcSS169gi £ 

w©DNAmt* wmm& * * £ t k * o xmm±m * $ *l 

«r, 77^fK«E 7W3T/ii, »F'3Ca2+li > ffltn c A 

iftrteBKoyj'BMk c-f osoisttft, pHoffiT*ir*<S3ti-*flmi 

[0 0 9 6] 

t-r. *%w<ox? v --isyjjmzm^&ssmmt l-cja, ±ibl^ssi69 

*> L < k* iz\*z<Di&*^-irz> i> <ox^fnmfto i> <ox$> 



ffllE# 2004-3061403 



2003-171188 



*<7)SS1693Si& ^aiLti/^o 
[0 0 9 7] 

ssi69**»M-*Ktt, ira©2rfeWBv>&*L*d», «wodna*hwl 

iMma-KtiDNAiM-ClicDNA^t,^^ ^f Ltift 

SS169*fcl**0»^^K*a-Ki-*DNA«fM-t*±»* (MA) m 
l:|AU ******* <^***fc*fctt, BDNAiffi-*, SV406 

-ifr* (nuclear polyhedrosis virus ; NP V) OaKV^KU ^n^e-* -fc 

*S#4Mn©;frifcfctto T*« LfeSS169jKT*o T «> <fc v> U SS169^^M^1- 
[0 0 9 8] 

pfB»^®^t Ltd, «n*tt*Lftik *#ta#&fto^fe-c#e,*L« 

^^S^WfrOifcfrv^. il^ftatli, Potter-El 
n> (KinematicattM) 3B#«tCJ:4«[^ 7^f/^^^ 



WiE#2 004-3061403 



#M 2003-171188 



i-i?: 65/ 



&W&W±t Ufflv^tij, flIAtf. (5 0 0 r pm-3 0 

oorpm) -emmm mis, mi-i o#) a^u ±**s:$&fcfc& (i 5 

0 0 0 r pm~3 0 0 0 0 r p m) TM^3 0#~2B#HB&^U &hti2>itWl 
[0 0 9 9] 

ssmmzm&ir&mm*z<Dmmfr*<D5si6m<Dmii*, lmmmtzt) 1 0 3 

- 1 0 8^FW«iL<, 1 0 5~ 1 0 Itt-tlbkiDifitL 0 

^fcfioffcftfc ilflsfc-? § & J: 9 K & & 0 
[0 10 0] 

ssi69 t^wify vt <di&&& *mY>^*tz> ik&m *x?v-->y-fz>± 

SS169**«H*fcLTtt, 3c«a<OSS169#*ilM*^ 4fctt**i*ra*© 
flm«r^r-t-*ajfex.SS169«^JRH^*^^|$tv* 0 CiT% |WI^<7)v§tth 

zwm^hfiZo wax c 3 h] , c 125 ik c 14 ck c 35 s 

^fcMfctt, SS169fc-?-(7)'; 2f> KfcO|S#tttSHk$-f4'fk^fl5 ( x^i;- 

--^KfcLfc/ty Tr-KH^f & CI tic* l9SS169^p n p^M-t-^> 0 /t 
pH4~-10 (MiL<lipH6-8) C'J>9/t«;77^ b 
V * -&B£^ 977-4 t^SSl69 t 1; 5tT > K t <Dft&*m.& L4VVN' y 7 
r— r**Ltf^r*i.Tt 4fc, iMMttf&**ett$«*Sti'? x CHA 

PS, Twe e n-8 0 TM tfE3E-7b?*tt) , v^b^, f^^y^ 



ffilE# 2004-3061403 



mm 2003-171188 



^-v : 66/ 



E-6 4 (^^f- KW^») . ^^f>i^"/Dfr- VM^MZmu 

t^-nt^o o. o i ~i om i (Dssmmmmm^ (5000c 

pm-5 0 0 0 0 0 cpm) <DmW.Lfz V 1f> Y*m\\ U |WJB#K 1 0~4m~ 
10-1 Om^IMD^^^^o (NSB) frfc&fcfc 

s> 5 or, it l<W4W^3 7t;^ &2 053^2 aiL<a 
HBo) ^^Ifidi^i (nsb) *giv»fc**>h (b 0 -nsb) * 

1 oo%a^ kama** (b-nsb) ^ 5o%ttTc4* 

[0 10 1] 

SS169 b-ZW if> Yb co^^-tt * jfrf k $ 4 >f b^tr £**V~-:^-t-&± 
Ax.tf, 77^rF>im T-fe^-A/a «HAAC aitttt, AAA c A 

»tt*a*S v>A3§ ? -7 r - fc&A U ttftft*** if t«Jp t T-J»A 

^fKD^mm-ox^M-tho mmmm&nimb'tzmx (A***. 

*V>m%b*) o^A#. iimtiiMHWKioTllblfflimiix 



tti|jE# 200 4- 3061403 



mm. 2003-171188 



67/ 



fflmmmm&zfflfeLxx ? >; -->^^t&? kj*, ssi693S£$i±tcf&m 

Lfcai4»liaW5-e*&o SS169&*3&SLfcifflIfefcLT«U 5c^MOSS169 

ft£-%> #&@i£ji^> M«jffl$u flt^wm^, uttffiiRHiutft^^ffiv^tL 

o 

[0 10 2] 

f:W^^^'J-->'^i;ov>T, SS169#«|gfi iff"?* * 
<0^i**JE&fflLT, SS169t^Ol^*^^-Ojft#tt*^k$-^s>fb^*§^ 
[0 10 3] 

-) ^tt^jk$«f^!|i^(i-e<ot<7)X^ 'J - ->^ffi^ 7 Mi, SS 
169SU SS16931 Sr & « £ £ » A o Wmfr$> Z> fiSS169^ £ $Hfci" & ffll 

1. ^^y-->^ffltt* 

Hanks' Balanced Salt Solution (^r^rr^gSQ 0.0 5 %<D t> vJfiLV#T;i' 

?Lf0.4 5/zm^7^l/^-T-iMIU 4tt«f-S^ 
©SS169IS^p a n 

SS169£*fm3*fcCHO«Bfl&*: > 1 27t7 p l^-hH5Xl 0 ^m/^XU 



ffiffiE# 2004-3061403 
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^-v: 68/ 



ftU 3 7t, 5%C0 2> 9 5% a i rt2 BBJS«Lfc4o (SS169»^ 

1 //MCftf^o 

PBS*ClmM4:&&J:-9fcjM*U -2 0rt«f^ o 

(7K> PBSf) f^fiU 4r^«#Lfc*><Z>*JBv>*C:fc 

[0 10 4] 
2. 8H£& 

<Di 2^a^^*ffl7 o ix- h^-r^*L7tssi69^iacHom^, sij^ffl^ 
mim£&-7°u- v zmfcmmffim-emmzm&Ltzm , 490^1 <om^m 
®io-3~io-io M<ott&tt&mmw& 5 ^ 1 DwiLtz'ik, nnv *r> k ( 

) ^m^*5// linx.Tfe< 0 . 

®£j£ifc«r|&*U 1 m 1 O^fflf f E^t^o « (ttz\±-f\s- 
M Kft&LlzmmvXyV (ttz&U*??-) £0.2N NaOH-1% 
SDSt^U 4ml«i/>fl/-^A (ftftttXS) fc^-f&o 

U Percent Maximum Binding (PMB) £#:05£ [ifcl] "C;£i6& 0 
[0 10 5] 

tBlE# 2004-3061403 



!$m 2003-171188 



^-v* : 69/ 



0*1] 

PMB= [ (B-NSB) / (B o-NSB) ] X 1 0 0 
PMB : Percent Maximum Binding 
B : &i£*lmz-fzB%<Dm 
N S B I Non-specific Binding (##^#J#£^i) 
B o : 

[0 10 6] 

ge ^ ,J ^BM^ c - f o s <0®tt^ p HOfiTft 4T*«li-*ffitt4 tzli 

»«1-*iSttft« ***&ft**r (r^xb) , (n) ittiijiitt^t 
fc«5tt«**Ji!i-r*fl:^ **v*i± (-) ssi69t-e-oy^K (4 

SS169 (*>L<iiSS169H:7'*-) fc**1-*r =f~* Md\ SS169K*j~T& i; 

ar>K ( l < {*ssi69) #*-*-**ai«ttfcn*«>f^^**trv**©-c. ^ 

SS169 (*>L<*iSS169V-fey*-) W47>^-^Hi, SS169fc*tf"*- 

z>vif>y (^L<{±ssi69) tf^irzfkmm&zmm-rzztrfx^&cDT^ 
ssi69k-€-oy *r^K (tKiiw^) torn****** 

* SS169»c#i-*y^r>K L< iiSS169) A«*f*^lfiHt*ii»i-*fc*o 



tBiE# 2004-3061403 



#02 0 0 3 - 1 7 1 1 8 8 

tt, SS169K*H-£ V2f>K (*>L<iiSS169) #tt*£ifitt*«^**i 
[0 10 7] 

***tt*o«taa-cttjit4»*, mis rssi690*iCT&KHat-t-ft 

th> ^-9-^ t7y, :/*\ >f* % 

(#M6 OkgtLX) fc*v>T«±, -Bl:o||S,o. 1-10 Omg, ffiL 
<ti*H. 0~50mg, i5JfiL<lifti, o~2 OmgT^o ^JgDtt 

f (#!60kgfcLT) fc*v*Ttt, -BKo§&0. 0 1-3 0mgejK, 
flF*L<figj0. 1-2 Oraggl J: 0i6P$ t<f±^0. l-lOmggf^ 

tc&g t fc* «r«:#i- ait j)*x* § & o 

[0 10 8] 

(9) SS169fcSS169WLT4WW»ftltt*^ri-«'fb^ (y 2T ^ Kifctt V-fe 
oT, SS169t^OV**>K (* L<fil^:/*-) £<0|frfrtt*asfl;3**fl : 



tBtE# 2004-3061403 
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^-v: 71/ 



mornr L<«ijtii) jBwii, # 

0Jx.tf, fcK k7v\ 

1 r s-^-r Sit ^-e § & o 

(#16 Okgt LT) K&v^Tti. — BKo^O. 1 - 1 0 Omg, tfrtL 
<i±mi. 0-5 Omg, L<fi$U. 0-2 0mg"C*4 o *SnW 

^ (#*6 0 k g t LT) K$3V>Tii, — HKo§$iO. 0 1-3 Ornggfl?, 
&ZL<l*m0. 1-2 OmgHj^ L<te&0. l~10mg@j££ 

Kmc t fc* * is^f aa^i^o 

[0 10 9] 

(10) SS1692S<D£* 

§&o t&^, *f&9§«\ flUlf> (i) ^l&WOtftflcfc, ftlfctefcitflSltft 

^*ifc^JR^fci-4«[^'t'OSS169«05tife N (ii) *tfcjfttfiflU:fc 
^JSKb L 7»3§P OtfMMs J: tfgMMk $ tL7t2js:|&^ O jfifls: t * [SJ B#£> * v> » jgi^ 



miiE#2 004-3061403 



#12 00 3-171188 



±15 (ii) K&^Tt^ ^mitmttnmimitbitt^tssismtnm* 

[0 110] 

Ifr***-^**) *£v*TSS169*©««fr*;c*«3K 

<* ttWOF(ab')2 . Fab\ *5V»liFa bl*tfflv»Tt 

<> tttt£tt**>%l» SS169*) K^Lfcil^ ttKfeL<tt«t 

[12 5i], [131 I), [3hK (14 C ) ft^v^s, 
[0 111] 



mm^2 004-3061403 



#M 2003-171188 



^-v: 73/ 



fittfcLTtt. mz.ix. rarn-*, T-*^^h^>. 

[0 112] 

*^W««*^t(F)i:t/t#:tife^Ufe|R»ttlR (B) ££^gj£L (B/ 

;k ±tetiL#^-r^>m2in:#^t'*fflv^^^ fc«fc#% iii^tui 



tfiIE# 2 004-3061403 




2003-171188 • 74/ 

* * 8HJ5E Ltt&ifc 4» Oififtfi £ j&tf & 0 
[0 113] 

^^^^m#^^^^^iS^S-inx.TSS169^^i|lJ^^^-rtt(fj:v^ 

**fc«W£ScJ (ft 3 JK) (B9*K« RBft 6 2 ^5Mf ) N ^y»X.^> 
>*.>*J*SV- (Methods in ENZYM0L0GY) J Vol. 70 (Immunochemical Tech 
niques (Part A)), |Wj# Vol. 73 (Immunochemical Techniques (Part B)K HO 
m Vol. 74 (Immunochemical Techniques (Part C)K H* Vol. 84 (Immunoche 
mical Techniques (Part D: Selected Immunoassays)), |Wj# Vol. 92 (Immunoc 
hemical Techniques (Part E: Monoclonal Antibodies and General Immunoassa 
y Methods)), ffl* Vol. 121 (Immunochemical Techniques (Part I: Hybridoma 
Technology and Monoclonal Antibodies)) (M±, TXT* v ? 7 U Aft§&ff) 



tfiiE#2 004-3061403 



WM2 0 0 3-171188 



^^^W^tti-tife^tc^ffl-t^ifc^-e^^,, ttz, SS169^^»i^-t- 
[0 114] 

m^^a^, «Blfeii^*3tt*SS1690*4rgE'fk$-fr^^Jfto^ ^ i; - - 
fl«U **Lfc*t:ft*SSl69*£*1-*£ifci;&, ifflJftfl.fci5»t*SS169«>* 

(ii) SS1694fctt*o»^^K*^i-*»Jt«MWtWllLfc«, $H 
MHhfr£iji|StU *ffllft«tirfl'fc:«*L*SS169(R*5e»-J-&ifc^j:«, 
KfrC^»t*SS1690**3E<fc$^*>fk^o^^i;-- (£>Sv>ii, SSI 

(iii) #ttftt«Mfc0a>fcft> (D4$£«>K«K <M»*MUtL&*JfttL 



WSE#2 004-30614 




& BL 2003-171188 ^- *J \ 76/ 

(iv) SS169*fctt*<0««^:/*- Lfcfc, 
SCttci f) x «MfiR±<0SS16^«r«Bf4 d <h J: & x «TOc^t&SS169 
[0 115] 

(i) iE%$>2>w±mB^T)vwK vmmmm v^*, 
*\ ?**\ *ss -9-;i/=&^ mm-?** 

v*tt<B» it^m, mmmm%t*) #&tLfcjnft«* % 
mmzimm mm. YvxmmmvL, vmrnmrn. HEPESit 

[0 116] 

W<^i^ffl^C^V^o «W©««Cfirttfc Potter-Elvehj 
(Kinematicatt») J:*«ask 7 V V* ifCJuJE 

LTfflv^tL^, 0 09x.Jf, ffll&ttttft*1&jg (500rpm~3000 

rpm) x~mm® »i-io») ±**$&^sasa (isoo 

0rpm~3 0 0 0 0 rpm) «#3 0^2*«K*fcU *fetL*iH|t*K 



£U5E#2 004-3061403 



Wm2 003-171188 



[0 117] 

f-ftftiB36& ^^yn-; btfflrfc^KJ: a 0 

[0 118] 

(ii) SSl69f Ttfi^O^^T 9 ^- K^^i-«^m@A#«tNTjfiO^(C|£o 
[0 119] 

ffilifelBI & if %> SS1690S: £ ^<fb S £ -fb^tJ ^^>J-^>^ 

(i) jE#*«v»ttffe.ft*7»^n mt?u»«^LT, 3isfl**v>ii!»ae9x 

bu&v>L1 2B#|«, J:^if4L<l±ll^WiMrft^L6l*WItW) & L < tt-j£l$ 
(3 0#&fcv>L3 L< fill$ra&fcv*L2 «fc L< 

**iB»nwiftv>u2 4w«ini) , *fctt*5W**v»ttwaw^bi^^tniij»K* 

li»v^2Bt, **ff*L<t*l«fcfcv»L2 4l*IMfc) , flUflRtc 

(ii) ^SlSm^^^fetC^v^^i-^^tc^^b^^^^tC?!^^^ - 
L<li2Hft4v»L3B«) „ «lftit»C*»t*SS169«lO**3e*i-&i i 

[0 12 0] 

o 

(iii) iE**3Wi£.fc*7»/l^fc MftftlMfe mx.it, ^ 
■9"^ t:yv\ J:D*#tti:tt, lEii^* 



ffiSE#2 004-30614 
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SSlfiQOjfcfeft^ftjfetftf * CI fc K ± oT, <MOUiOSS169t«Bf * CI 

(iv) SS1694fctt*©«S~W Kt««t4»«a!MWttiv»TH»©$ 
[0 12 1] 

[0 12 2] 

mm, T±*»xy>mm. iwc a 2+ m «r c amp4i m* 

*ii»$*«<b^ (n) «»K**v^i|Btt^K^it*ssi60O»t 



tbiiE^F 2004-3061403 



mm 2003-171188 



^-v* : 79/ 



t£tt £ £ *t h it&m It , SS169<7)£S*Stt £ ^ $ * £ # o 

[0 12 3] 

t t raib-r & £ t § * o 

011 xJf, fcK f7-9-^\ r*. ^y, ^v&t*) 

(f«6 0 kgtU) tc&^Tfi, -HCo||t|0. l-100mg,ffiL 
<fi&l. 0~50m g> iOffSLOi&l. 0-20mgt^ o »K 

f (M6 0kgi:Lt) fc£v»TM\ — BKog&O. 0 1~3 0mgfijg, 
^ L < ! ^0. l-2 0mggJSP, ±DSfiL.<tt»0. l~10mg;gjg£ 

K&g t fc* & c: t § h o 

[0 12 4] 

SS169f»i&(7> £ 0 „ (3Hr*«jR4#AB9(:^L, MUfrew***** 
oT> «m*^VMi|ffl|^^^tt^SS16904 ; l:^b$'€-^'fb^{i. 



ffifiE#2 004-3061403 



#M 2003-171188 



mx.tt, mmm, m^m, mmtm^ mmmt, mourn, mm^m*?) <d 

(#S6 OkgiU) fc*5v*TMU -UK-oZmo. 1 ~1 0 Om g> L 
Oifcl. 0~50mg, J:0#*L<I4#&1. 0 - 2 0 m gt^^ 0 gfcftPW 

f (M60kgtLT) fciJUTti, -BfcogjfcO. 0 1~3 0mggj£, 
#£L<fi|t?0. 1-2 0mgHjg> J:»)»*L<»i»0. l-lOmgi^ 

[0 12 5] 

(1 3) SS169*3-Ki"*DNA****#fch h9^?;xiy^ft»oft 
Cl] *f&WO^*ttDNA47tti^|g||DNA*^*^^ MftKJM^ 

C2] &Khm%mm*rvMM®-c$>2>m en ib«o»». 



ffiliE# 2004-30614 



003-171188 



^-e> : 81/ 



(4) *f&W09\-*n.DNAttz&*:<n&&DNAZttL, HI?L»«&fc:*3V>T 
&%LLo Sttx.^^ 9~-*mmt2> i<D^4, 

^^)^ttD N A J ID N A ^tt^^t MtBSJMfe (£1^ 

*S&WoDNAtefMH*fcB&IB-ra) ti> *$3R||p, grflip, ffiT-js J: o^o&i 

^ v-f ^o-f a >f t frify^ DEAE-f^ 

* h^ftfciffcJ: «9 ittfc^&DNA**K#1-*£fcfcj:oTflmH-&£fc# 

ttz, mmm%%YvMWim, tv^n-??* mx.ix, m.mtLx, C57 

BL/6,m DBA2Mft^ 3&ffi£LT, B6C3Fi^, BDF j 
B6D2Fi**fc, BALB/cIl, ICR*tt4t) 4fcli9yh ( 
mK.lt, Wi s t a r, SD^ff) fc^jW^L^o 

[0 12 61 

*fi^IDNAiLtli, 7nO^||0jODNAom*iE^J^^ 
> a*S-Dfcfc«> % ttotti^o 



tBiE^2 004-3061403 



#0 2003-171188 
3E* ft SS169©« jft t iflFltf ^ * M * $ « D N A ft ir*»ffl v»fe *l * o 

2f) fi^DNA^I^^^n^-^oTIC, *»9IOtbDN 
A^U:DNAn^f7^f ^**-fti*) fc^WfLMfO^jt 

O D N A * ■SDN A&&m%M® fcfls W nit^l^ 

[0 12 7] 

^4fcl^an^^ft^uii^ W4Wfl j l ,^ tl4( ft * 

±SBODNAf&SW»«:ffftdyn*-^-fctTI±, fllxJiT, ®*?4A,x ( 

> JC^-T;i/^, ?10-7^f;i/X, ,-K';^^-f ;w*ft^f) Cfi^f^DNAoyn 

-^ 77f, T-7^ft^) ft^yn^-^- mx.it, 7^^, >f>*y 

ffi?UT?->*i— V, /'J71iWttISl, Wft>S-h7>^7 
tf, IflL/J^fe^^S^^ > 7-7f^Kl, K 1 Ofc itTK 1 4. 3^- 

TOttHT-> ^V-b7*^-f-Dv>^t-if (-jfttT i e 2 iHfl&StL*) „ 



mSEi^ 2004-3061403 



2003-171188 



83/ 



tb^A*'j-)A7f7y>3'J>i« (N a , K-ATPa s e) , - 
i-n70r/hi|, * yi&£.TfI IA, ^^n^nf -ft 

-*l«i'f>t^-, MHC^7^IM (H— 2 L) , H-r a s, V- 
>\ Kw"*5 >0-7kBtfb03fc> (TPO) , ^y^-K 

flO&RB^la (EF-l fl ) , /?T?f->, afciU^^^MiiL 

>«ni^j:tr2, 5J.y>awaejt, fn/nrr/, Thy-i, 

n^V>, HOTnKtt (VNP) , jH«f75n^KP3V#-.^>f, S*^n 

aUt^^M Mfn->^f^yn€-^- th^7*f MIIfBf i fl (EF 
-1«) oyn.^^-, t h^itr-y hi; ygr^^VT'n^e-^-^^^ 

[0 12 8] 

-g-O^ BWtr^nJfettDNAir^^^iftlSaEl^^efltj-e^DNAO^y 

3. *;we y k /v***- % 9y K v^x^f) s*^™> ti, mam 

l^^DNA^i^I^lyyADNAy^^'J- <t f)^ADN 
A <^^:T *^^li-^tlT, t tt titrflBISgf£ * ti R N A i 0 



mSE# 2004-3061403 



2003-171188 ^-y 

tHIMfr * v* T*»fl <DW*& D N A jftHM * £ t It , ft ffi 

it^W^Tf^fiJ^ J: Wl^tC^^fiDNA^ 
*Wt4iUtflct&. **WO^ttDNA*Stt«Fv^£oa©»»o 

o 

©MM**!!-*-* £ K «fc Oi^TO^^DN A i -5 

[0 12 9] 

«HI©jE#DNA**-*-*#i: MftflJMru^ WWOjE*DNAj««51 
**&*lt* 0 , rtftttOJE*DN AO«fttJiSfci-& £ fc fc J: * **ft|cSS16 

9o*tt*jft6*««i-* £ jo , *<Dmm*r)i<W}%jt Lxmmi-z £ * 

«*|* **W©jE*DNA»»**/Hv*T, SS169Q«ttrt&& 
«\ SS169#H**- * MO*ft«*o*ip!* <£ Z/£ £> Oftlojftt^lt 



mtE#2 004-3061403 



#12 00 3-171 188 



^-v: 85/ 



mam* & m-t & - 1 % . ssi69 \z mm-? z> m^zn-r & femm <d*?v-- 
> mmz t> mmmtx$> & 0 

m&Pgr Ki3 Iti^Oftf D N A ©<E»tt, M|«moGMtt£ J: V 
^^O^TtC^-t^ i ^ KHfrffc$ tL* 0 DNA*g^Oftail6«70JK^jfflfl& 

mm&±mmm<D£xK*mn<7)mif;DK Azm-tz - 1 

©^tK*»Wo*#DNAS:*t-Bo ^ADN A£^pg&£#OW# K#o* 

**» D N A * * + & J: 9 MIKIKft f & £ t tfx § & 0 
[0 13 0] 

^tbtiXte *) , l*I^tt^IE^DNAoafg^ia«1-^> £ t KX *) **ttKSS16 
Z£tfX&2> 0 Wilf, ^©ItDNAMIi^Iv^, SS1690«^ 

90«^f^ffl^iM^*tt**«SS169tC J: &jE#SS1690*ttB# (dominan 
t negat ivef^ffi) £ j$?BJJ-r <£> ^6 t & & 0 



ffiSE4# 2004-3061403 



#M 2003-171188 



86/ 



jrwRK i> mm nm-e$> & 0 

* l±m*k $ *LfcSS169 * 1" SS169 K J: ») J" l&S* & ^ 

£^-£f\ SSl69^M>t1-*^imoHSJ*^«:»i^*c:i:**-C&, SS169UH 

fr&M&Wt&tR^ *:*ih<Dm%%:m^Z>Z. SS169<7)f£ffl^<?) 

$<bK, *!&WODNA<g^»!»*fflV>r, SS169<??«^ettll^S^*^ 
fc\ SS169^BIB-t-^5gimo^||0||||^JfT^^7ta6^, ±JfcO«OEtei5 J: 

ssi69«^-r^>^moDNA^^^^ft. mm-?* 



ttJIE# 2004-3061403 



2 0 0 3- 1 7 1 1 8 8 ^- v : 87/ 

[0 13 1] 

(1 4) SS169£3~ Vi-zmtt-fr^FftimtZtitzWK v ?7?7 YWiVW 

Yen 

C3] ^^-^f v^irtt-e$)^^ ci] 

C7] iDNA^V*'-^-!^ (M. h y^— Hat 

fcT) £ *| A-f ^fStt'f b $ *U ^ V # - * - Jtfe=F ©DN 

[9^ ^7ti!fe^>>x-c^i.i C8) mm<DWt &zxf 

Ci o] m (73 ^IBmos&tftc, f£l^b^«iS:#U l^-^-it^Ofl 

* £ Eft £ <b^ t tz it t <D*&<D7, mm & H^fcf & o 

mwrn-t & v> d n a \z k% m k mm z un & «r t k x , dna« 

H'lr^tlJi-^^N & KlilDNA^n - K LTv*&SS1690r§i4&lllf#H-^ 
J; *K DNA^SCimcSS1690$&:pi£g£3rL&v> (&T\ *3§ 



ffilE# 2004-3061403 




2003-171188 



^-v 5 : 88/ 



[0 13 2] 

NA*«ftfcE S MA* y ^7^E S«IJftfc*lB*-*) 
«fcLTtt, B»fc«*th«*L»*W«*i-*«i!oDNAt#Ji 

K cat (^U7A7x-3-;i,7H:f;v], 9 ^ X7l ^^ i ^ ) 

**^« i *y>W©-f ^bn^«^jt^ote^*»»$«DNAE3?0 ( 
0H*.tf, poly AttiJDv^T^W&if) ^jfAU ^4mRNAm-e^<t 

± ? fc«*LfcDNABfl*#i-* 
DN All (MT, ?^7f^ ff&ttffinftfe*. 
Si:if)tll!©i^[;|AU ^^>^:E S«t;ov^$H^DNA± 
&&Wi-^<7)&lg<7)DNAgem7 0 n--7- < h LfciMF^-f yv^-if-S/a > 
«Wf*4v>li^-^yfr/^^^-J:ODNAia^!|fc^>-yyf-f 

* -vm i-mm l fc*»w«> dna m«>a£#$c#o d n a nm * ? y 4 v - 1 

b E S Mft * Wt ^^iM^i^ C57BL/67 7 ^C 



fctS§iE#2 004-3061403 



#12 0 0 3- 1 7 1 1 8 8 s<~-zS 

5 7BL/6«t^^DBA/2 t<D^SM\,ZX. O^fl^BDF \ t 
(C57BL/6tDBA/2i:OFi) M^TlKfcLfc*©*** A» 

jftKUD^T, C57BL/6v^^$:fft:jfo^ £*l*fflv*T#&*LfcE 
S flft tt#t«*^-r •> X Srftffl Lfc § > C5 7BL/6v^t^ 7 ^ n 

[0 13 3] 

ES««o|lj^at(^ PCRScfcJ:») Y«rfe#±<&te 

* 0 > *»fciWIIIfi©a5£**nfeK: L/cit J: OtttttotteMttttiKMtt 
1 0 0%#3*4Lv*#, »^«^««ttiMWoBl«±H»ft»frtt, ESi 

mv&itt* y v ? t * v Ltz&, jE&mm mux* ^*xx\±m&imifi2 

tf, ST0«Wt**Bfl&OJ:^4aa«r7-f-^jB|Jfi±-CLIF (1-10 00 



ffiSE# 2004-3061403 



#M 2003-171188 



^-v : 90/ 



OU/ml) #£Tfcj»#*#*»l*l (8F£L<H, 5 9 5%^ 

fcl±5%gSfc. 5%»*X, 9 0%^) t^3 7t:^ft-&^^(7)^T 
*g*U HfcftlSfcMU fix.**, h'J^»/EDTAit (atO.001-0. 
5 % h 0 . 1 - 5 mM E D T A, $f t L < fi*<J 0. l%f'J 

ImM EDTA) J: U ff tzf,z^ Ltz 7 4 - V-mm±lZ 

*(D?4 7<DmmzftitZ^&^tj)^ffi,-rz%>iO [M. J. Evans&lMl H. Kaufm 
an, (Nature) f2 9 2t, 1 5 41, 1 9 8 1^;G. R. Martin, 

o-^i- (Proc. Natl. Acad. Sci. U.S.A.) i7 8t> 7 6 3 41, 1981 
^ ; T. C. Doetschman i? J r — j-)l' • if? • :r_>:/i; ^-Dv— • r> K • 
^^'jr/^;i/^;V7tny- (J. Embryo 1. Exp. Morphol.) > |87t 
, 2 71, 1 9 8 5 30 , $^OE Smm*frftZ*tXnt>tL%*§&WVDN 
AZ&WF&fflmt, ^>t'hn ^i3lt^>SS169f ^^SS169^«^tJ^^tSt^ 

[0 13 4] 

m^xmfcLxmm*)Kz<D§&m.mz}t%ii-2>z\tK£ 9. jE^K/t^Esu-r & 

\2*itz*-rv -r-f ^-^O^HJ^DNA^fe^t^tLTtDNA 



ttilE#2 004-3061403 



#® 2003-171188 



: 91/ 



> *? ^nx^ittzmmam^m<Dm^z x o^i-^o-e, jp.— vymMx-om 
* - tc^ffl Lfcv ^ i*o$^^D n a wcoia#iijt<7? d n Amn t z y 
i&mmtfzmwK hm^mm^^iz^m-tho ftrnztitzmmitjE-Bft^m 

ODNAl^^MtAS6<li:^t/;^(7)DNAl^ioi)|tOMf 



miE#2 004-3061403 



mm. 2003-171188 



^-v* : 92/ 



[0 13 5] 

4fc, $HiODNA^^t MffilLI&%(i. SS169KJ: *)|§*£;M#& 
[0 13 6] 

(i4a) *%w<vvn A<Dxm^mm% tizfemtzmBAzMLTtem • 
*%m(r>T>K A5twfm$\z Ymsmmi*. ^m^D^A^m^mm^t 



ttiiE# 2004-3061403 



#M 2003-171188 



93/ 



it&m, ^m^mm, mnmmm, m^mmm. ®®®j$mmm, &i.m%t:&$> 
, tos^^i-HBm^tJt^L, f»t^ffir> mm, mmnmyi* tomtit 

[0 13 7] 

KttrttojfiriHlgsft i o %&±, 0 * t < ttm 3 o %m±, ±»)j(f$L<ii|j5 

*fcf* #*tt«0^b*J:cr/*3tiift»»teo||#^^t-*Jj|Jft (01: IE 



tBliE# 2004-3061403 




7 



2003-171188 ^-v: 94/ 

#antt3W*L^ 0 ^i^tuii, («ittf. y 

h tLtzit&m * tz a * <di& * mm 1 1 nm -r z m 

MWWIMMMf (M6 Okgat) fc*v»rtt, -Hfcoftfco. 1 ~ l 
OOmg, &« L<liftl. 0-5 Omg, J: 0#* L < tt» 1 . 0-2 Omg 

•IMWWJWto* (M6 0kgtLt) K£v>Tti\ -Bfco§jfeo. 0 1 
-3 0mgiH, SfiL<(^0. l-2 0mgm iOffiKttftO. 1 

* e o k g gft o tea* L^**ta:#-j-* d t ^ § 4 o 

[0 13 8] 

(14 b) ^ODNAW4y D «-.^o jfitttfci4fcttBinft 



ttlSE#2 004-3061403 




#12 0 0 3 - 1 7 1 1 8 8 ^-v*: 95/ 

-tie** >; --yyjjmz&^T, ^^codna^^^vi hm%W)Vdt 

-■t'S'fE^ (l a cZ) N nTvtttT^* 1 ; •7*^7r?--tf»fc^$£f±;l'v7 
x7- *f jtfc?-& if /Wig-e& & o 

*$&WOD N A * V * -itf^T-g^ $ tLTt^^O D NAM^ t: 
HlW-eii, ^^-^~«f^^||§g^DNA^-r^yn^--^^o5: 

m>TKftteir2><Dx\ utf-t-mitttf^- v-f&ydMvmjiz h u-x-tz 

mz-i^ SS169£:j- Ft ^» D N Af ^-S^^IIft ^ - f 7 ^ h v 
(1 a cZ) tliltv^^ 2^ SS1690#&m-t&*&itre 

, ssi69o>ft;bfn;:/?-;*f:7* h v^-whj!1-&o fc-c, 5-y* 

n^-4-^nn-3-^>F'J;v-^-f7^ bfcf^/vK (X-ga 1) O 

mzssm^mm&fcfti.z&ii&mm.w.Mzmm-f * z\ tifix% & 0 ^m\ut 
u >; >m.mm^MkMM (pbs) x~mm&, x- ga i fc-g-trstefc-e, m 

rSf tzit3 7t>fcttST% ^t7 3 0^&^LlH#r^J££^£^ I»tlmM 

#ih$^ Mfe^ll^-rtL^iv^ #&Kfi£v^ 1 a c Z£n-K-t£ m 

RNASrl&fcBLTfc iv> 0 



tbfl# 2004-3061403 



#M 2003-171188 



^-v*: 96/ 



v^o Z<7)M%m.tLXl±, jfcflk v>m, Mitfcmm. 

[0 1 3 9J 

ssmomm^mu ssmvmmzfemtzzttfxzzvx*, mm, ssi6 

SS169<&$m*IB*U SSl690«IB*|ia#1-«5ifc#T?i&o^ SS16 

&iwmm&iL<Ktta*Km*t*m&kLx^ mm. 

[0 14 0] 

Buffi rsS1690«fiB^HHJ|-*-ajfeRo^|» • ttftftlj tl^KLT^ 

zoxoKLxftbti&zm^ &£x&m&x&z><Dx, mm, mm^s 

(mm, tb, K fc v 7v\ -7^ % ^-> > 

»ft«H4 3ttt*o«[©ia:4ttt, j^m, «#*WU hfcjffcj: 



ffiiE# 2004-3061403 



#M 2003-171 188 



(#l6 0kgat) K;fcv>Tii N -BCo^o.l^i O0m g> 0 £ L 
<ti&l. 0-50mg, iUffiKliftl. 0-2 0mgT**. MfcJW 

# (#fi6 OkgHt) Kfc^Tfi, -Hfco**&0. 0 1-3 omgmm, 
#4L<tt*&0. l-20mgSt, i^iUliljO. 1^-iOmg^ 

[0 14 1] 

UPAC-IUB Commission on Biochemical Nomenclature & B£-f-£> & 

c D N A : *a*gift r** * v y 



tfiiE# 2004-3061403 



mM. 2003-171188 



**—*J: 98/ 



A 
T 
G 
C 

RNA 

mRNA 

d ATP 

dTTP 

d GTP 

d CTP 
ATP 

EDTA 

SDS 

[0 14 2] 

G 1 y 
A 1 a 
V a 1 
Leu 

I 1 e 
S e r 
Th r 
C y s 
Me t 
G 1 u 
Asp 
L y s 
A r g 
H i s 
P h e 



: 7f-> 

: ^r-> 

: v *mm 

: K7y^HHt h y "7 A 

: *~y v> 
: 7 7-> 
: /ty ^ 

: -try > 
: y^f^ > 

: y *J* 

: tix^-i^^ 

: 7x-;v77-> 



mtE#2 004-3061403 



&m 2003-171188 



T y r 




Tr p 




Pro 


: 7°n >; y 


A s n 




G 1 n 


: ?)V9 * y 


p G 1 u 




Me 




E t 




B u 


: r^)vm 


P h 




TC 


:^TWi?y-4 (R) K: 



[0 14 3] 



T °s : p — h )Vj^y^)vy 
CHO 

B z 1 : s<y*j)v 

Cl2Bzl : 2, 6-y^nn^>^ 

Bom :^>y>4-^y^f;i/ 

z : ^ y v * )v#-)\, 

Cl-Z : 2-^nn^>^^ v *;i/^ 

Br-Z ; 2-rn^>v*;i/;J-i|r^^; l/ ^- ;V 

Boc : t-rf^fy*;i/^ 

dnp :^-hn7x;^ 

T r t : hVf;v 

Bum : t -rf^y^f^ 

Fmo c : N-9--7;i^l^;i^ h ^ v*;!/^^ 

HOBt : l-tKni|ry^>XMJ7y-;l/ 

HOOBt : 3,4-^Kn-3-l;KD^y-4-^y- 



miE# 2004-3061403 



mm 2003-171188 




1,2,3 -^>V*h »; Tv> 
HONB : l-t: Kn^v-5-/;v^;v^>-2,3-v^;i/^^rvxf 5 K 

DCC : N. N' -yy^DA^yHH^^F 

[0 14 4] 

vsmtt : 1 ) 

Cie?iJ#^ : 2 ] 

Cse^JH-^: 3] 
CSE^iJU-t : 4 ] 

C@B^iJ#^ : 5 ] 

T**tte>»jBfc*#$fcfc L < tiKSa«SS169 c DNA»ftf**IMH-r*fc«> 
v * X £> e, fcfl&S*^ <b L < fiJ@l§6SISS169 c D N A WfM" Sr^jBi" * * 

C@e^J#^ : 8 ) 

v * * SS169«fs?-0 ?u-~y>r\z)%^tt -RACE ^'f-?- <7>«3gE2?lJ * 
CIB^iJ#-t : 9 3 

SS169at^O * n - ^ > ^ tzffl v> £3' -RACE y 7 v - O&UgByiJ £ 



ffiSE# 2004-3061403 



#^ 2003-171 188 



^-v: 101/ 



: i o] 

~?>yxssm<D c DNA@e^ij^^i- 0 
CBE?y#-3- : id 

CI£?>J#-^ : 12] 

t hssmmtt<D?u--- y^Km^tz3' -MCE?? j -?~-<Dm.mmi}*7f: 

■to 

imm^ :i3) 

hSS169«fc^<?) c DNASe^J^^i-o 

CiE?!l#-§- : 14] 

v>XSS169 cDNA|[fM-^^ilii$^^7t^^ffl^^7 0 7^ > v--<7)mS@^J^ 

m?m^ : is] 

v**SS169 cDNA^M-^JiiIiM$^^^i6^fflv>^y7^-e--(7)^ie^J^ 

[0 14 5] 
[3l«!l] 

<&%\<D?jm (Milf, Molecular cloning, 2nd., J.Sambr 
ook et al., Cold Spring Harbor Lab. Press (1989)#&cfE^tf>;frj&) t:fot 

[0 14 6] 

v-^^ynB|8»Ba/F3 (II^;wr/^ ; RCB0805) f±. • 



ttliE# 2004-3061403 




2003-171188 



^-v: 102/ 



S e r 4 9 8 A s n g?HK J: *) y K^^W^mHtWSttM (MP LM) k 

(Kojima:&J:U s Kitamura, Nature Biotech. , 17: 487-490, 1999) 0 i-fcfr*,, 
W;MPLM^)5' « K: c D N A £&^&a6 & £ } 7^ > 
$^:Phn^>f^^^-^ u « c D N A jj» v ^ * v - * 

^>7$:tLO^(^ cDNAtcrr- K£ *Lfc5B» £:MP LMfl)K^fiJf 
**B a/F3 ©HBfiiUi t»a U *Ba/F3#IL-3 ^Tt^ • i# 
8r**&£fcKfc* 0 CcOMS^o'v^T, Metl~Thr441 
MPLM(D3-Kt* (AMPLM) fc^fr v h n ^ ^ _ (pMX-SST 

JKojima^J^Kitamura, ±&) OBstXI-iM He, SS8Ht> *ft^ 

*f\ S&a*. *S**J:0«WflHfcv** (C57B1/6J, i3»*fc 

Quick Prep mRNA Purification Kit (Pharmacia) ^fflv>T, h a- 

*fcttoTpoly A(+) RNAfcJMiU Superscript Choice System (Gibco-BRL) 
^^t7>AAHv- ( :i &cDNAfc|HfeLjfc 0 #<b*L/ccDNA£, BstXIT 
- (Invitrogen) ijfiKUhn^^/i/W^ - P MX-SST<7)BstXI^-f h 
KJfAU MPLM<7)5' * fcffcdllA* a #f,^DNA*E. 

coli miOBmz^u? hn*>-y 3 ^ ffiv >t|AU *t«S*fc 0 
i:^ot77^^ KDNA*ffl«U U f n 9 ^--y 
(Plat-E ; Morita<b, Gene Ther., 7(12): 1063-1066, 2000 ; • 
mstm • Mt4Um±t *) X& (2 x 106 *H/i&/dish) KLipofectamine 2000T 
M ^M (Invitrogen) ^WT»7n f 3-jk:|v» ^ >^ 7 x ^ y 3 > 
Ltz 0 mVisfeftMmmuWm igMtp-V 24 ^TOttC, Plffi«ii:^| 



tBIE# 2004-3061403 




2003-171188 . 103/ 

v * (S&3»10-30%) £#£ 0 :^HD^;^^^ -?S6«#&:J|ffl*E 

m (Bam) zmmmt, n-3mm rpmii64o tg$L*~e s-^uw^l*:^ 9 

6-well^t—l^l -10xl03/wellt**J:^K:#*, IL-3*«ftl** 

m^r; ADMZmmtLTFOLZfi^t: (981C, 60#<^ 98t\ 20»«J:U%8 
t\ 120»*3<HM 0 Jt***Ljfe«fil-oi«ttEW*Birtye Terminator Cyc 
le Sequencing FS Ready Kit (PE Biosystems) & X ODNAglfr ( 
ABI Prism 377) »t^U:^5, E?g#-*7^$ *i*cDNA* n - >tf 

[0 14 7] 

2 v>> ^ ss^a^^ ^ n - - > ^ 

-fcE$—*->***fcfcrai blast ^Lfcfc £*HH55941 L0C23979 
0i«Wtt*r^1-ifc#«B|Lfc. ^EH****^ -RACE^-Tv- (TCCTG 
AGCCCCACAGCATCACAATCATAGC ; @B^IJ#^8) *» «fc 0*3*-RACE^ W T«- (CCTTGACAG 
ACTCTCAGCT ; EH**) *RttU 5'-RACE, 3'-RO**tt (clontech SMAR T T 
M RACE cDNA amplification kit) Lfco JUfcttkitOWWfcfSoTllJfcLfco 
C57HL/6JV ^-^^^*»ffiLTr^-o«WiptaaE9KJES: 
^\ cDNA*^ML/Co £ OcDNA£r & t KLPCR&ffo /r (94 *C 5sec, 72"C 3min 
=5cycle, 94*C 5sec, 69^ lOsec, 72V 3min=5cycle, 94=0 5sec, 66"C lOsec, 
72V 3min=40cycle) o PCRH^Srl* T*rn-*r/U**^^«u »fe*L 
fc/t> K**VU*fc*j Q m LJUW U^^ TA cloning(PROMEGA pGEM-T EASY) 
Lfc. #fc*tfc:/?*$ KOE8l*JfeSgLfcfc£;& % ClOjtmilT^^ 
t^U^L^o #«btL7tll53bp^c > ^^cDNA»fM- (E^J#-^io) (i7^yyA 
blast«*Ott*^5,5ooJi^y^e»4 0^ 393bp, 130aa^ <b * * E?!l#^3 
**tf4T?*LfcOT*#/,Wfc 0 COcDNA clone^A U^7^ ^ K pGEM- 
T(clonel69) T±Mm a > fc'-r > h * ^Escherichia col i DH5 a (Invitrogen) * 

[0 14 8] 



mffiE# 2004-3061403 
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^-v*: 104/ 



UMm 3 fc h SS169iH£T-£> * n - - > ^ 

OEy!)£2fe£5' -RACE y 9 -f (GAnxnXKKjTGTTGACTGCACATCTATG ; @E5lJ#-^-ll 
) ^iW-RACE^^f-r- (CTGATCTTTCACGAGATCCTCGACTGGA ; @B^iJ#-^l2) & 
ttttU 5'-RACE, 3'-RACE^^Jfe (clontech SMART™ race cDNA amplification 
kit) Lfco »lttit©*H*»fcttoT»fcLfco Human skeletal muscle RNA 

©cDNA**tCTCR«rffofc(94r 5sec, 72«C 3min=5cycle, 94t: 5sec, 69<C 1 
Osec, 72V 3min=5cycle, 94°C 5sec, 66^ lOsec, 72'C 3min=40cycle) o PCRjg 

ttmtT^t>, TA cloning(PROMEGA pGEM-T EASY) Lfc 0 f»&*lfc^?*5 Ko 

wm*v&Lt:bz^ ^vm^mMT^z ^tmmLtzo #^^1555 

bp^&^cDNAHrif (BB3«^13) (i402bp, 133aart>*> feftBttM-l* J: If 2 
T^Lfc0RF**X,-ev>fc o ^OcDNA clone£}f A Ltz7?X < K pGEM-T(clone 
169) t*lla > e-r > Hr ^Escherichia coli DH5a (Invitrigen) *»»|Ejft 

[0 14 9] 

4 SS169itfE^-0^^?# 

RNA=SrJStti L> Light Cycler-FastStart DNA Master SYBR Green 1 (Rochett) *■ 
fflv>t^/Dh 3 -;H:^ PCRfcffofc (951C lOmin, 95<C 15sec, 6 
5TC 5sec, 721C 15sec, MiSifcg) 0 jfiNRfcHifcjj^-. ^**SS169Ji#te|£# 

^IRftWWjmSrW^i^lO, 12a*M-*C5W6J^**, ^^KKAy 
v****^ lii^^db/dbv^^^^t, h - * ;i/RNA£»fcb U miM. 



mSE# 2004-3061403 



#M 2 0 0 3- 1 7 1 1 8 8 ^- >* 

«C57BL/6JlCJt^TJ^V^31S^^L, db/db^*X K&V>T fc^^m**^ 

[0 15 01 

[0 15 1] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 
<120> Novel Protein 
<130> B03111 
<160> 15 

<170> Patent In version 3. 1 

<210> 1 

<211> 402 

<212> DNA 

<213> Homo sapiens 



ttiiiE#2 004-3061403 
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<220> 

<221> CDS 
<222> (1). . (399) 
<223> 



<220> 

<221> sig_peptide 

<222> (1)..(87) 
<223> 



<220> 

<221> mat_peptide 

<222> (88).. () 
<223> 

<400> 1 

atg ctg gac tgg aga ttg gca agt gca cat ttc ate ctg get gtg aca 48 
Met Leu Asp Trp Arg Leu Ala Ser Ala His Phe He Leu Ala Val Thr 

-25 -20 -15 

ctg aca ctg tgg age tea gga aaa gtc etc tea gta gat gta aca aca 96 
Leu Thr Leu Trp Ser Ser Gly Lys Val Leu Ser Val Asp Val Thr Thr 

-10 -5 -i i 

aca gag gec ttt gat tct gga gtc ata gat gtg cag tea aca ccc aca 144 
Thr Glu Ala Phe Asp Ser Gly Val He Asp Val Gin Ser Thr Pro Thr 

5 10 15 

gtc agg gaa gag aaa tea gec act gac ctg aca gca aaa etc ttg ctt 192 
Val Arg Glu Glu Lys Ser Ala Thr Asp Leu Thr Ala Lys Leu Leu Leu 
20 2 5 30 35 
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ctt gat gaa ttg gtg tec eta gaa aat gat gtg att gag aca aag aag 240 
Leu Asp Glu Leu Val Ser Leu Glu Asn Asp Val He Glu Thr Lys Lys 

40 45 50 

aaa agg agt ttc tct ggt ttt ggg tct ccc ctt gac aga etc tea get 288 
Lys Arg Ser Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala 

55 60 65 

ggc tct gta gat cac aaa ggt aaa cag agg aaa gta gta gat cat cca 336 
Gly Ser Val Asp His Lys Gly Lys Gin Arg Lys Val Val Asp His Pro 

70 75 80 

aaa agg cga ttt ggt ate ccc atg gat egg att ggt aga aac egg ctt 384 
Lys Arg Arg Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu 

85 90 95 

tea aat tec aga ggc taa 402 
Ser Asn Ser Arg Gly 
100 

<210> 2 

<211> 133 

<212> PRT 

<213> Homo sapiens 



<400> 2 

Met Leu Asp Trp Arg Leu Ala Ser Ala His Phe He Leu Ala Val Thr 

-25 -20 -15 

Leu Thr Leu Trp Ser Ser Gly Lys Val Leu Ser Val Asp Val Thr Thr 

-10 -5 -l 1 

Thr Glu Ala Phe Asp Ser Gly Val He Asp Val Gin Ser Thr Pro Thr 

5 10 15 

Val Arg Glu Glu Lys Ser Ala Thr Asp Leu Thr Ala Lys Leu Leu Leu 
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20 25 30 35 

Leu Asp Glu Leu Val Ser Leu Glu Asn Asp Val He Glu Thr Lys Lys 

40 45 50 

Lys Arg Ser Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala 

55 60 65 

Gly Ser Val Asp His Lys Gly Lys Gin Arg Lys Val Val Asp His Pro 

70 75 80 

Lys Arg Arg Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu 

85 90 95 

Ser Asn Ser Arg Gly 
100 



y : 108/ 



<210> 3 

<211> 393 

<212> DNA 

<213> Mus musculus 



<220> 

<221> CDS 

<222> (1)..(390) 
<223> 



<220> 

<221> sig_peptide 

<222> (1)..(87) 
<223> 



<220> 

<221> mat_pept ide 
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<222> (88).. () 
<223> 

<400> 3 

atg ctg gac tgg aga ttg gca agt aca cac ttc ate ctg get atg att 48 
Met Leu Asp Trp Arg Leu Ala Ser Thr His Phe He Leu Ala Met He 

-25 -20 -15 

gtg atg ctg tgg ggc tea gga aag gca ttc tct gtg gac tta gca tea 96 
Val Met Leu Trp Gly Ser Gly Lys Ala Phe Ser Val Asp Leu Ala Ser 

-10 -5 -1 1 

cag gag ttt gga aca gca age ttg cag tct cca ccc aca gee aga gaa 144 
Gin Glu Phe Gly Thr Ala Ser Leu Gin Ser Pro Pro Thr Ala Arg Glu 

5 10 15 

gag aag tea gec act gag ctt teg get aag etc ctg cgt ctt gat gat 192 
Glu Lys Ser Ala Thr Glu Leu Ser Ala Lys Leu Leu Arg Leu Asp Asp 
20 25 30 35 

ctg gtg tec tta gag aat gac gta ttt gag ace aag aaa aag aga age 240 
Leu Val Ser Leu Glu Asn Asp Val Phe Glu Thr Lys Lys Lys Arg Ser 

40 45 50 

ttc tct ggc ttt ggg tct ccc ctt gac aga etc tea get ggg tct gta 288 
Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala Gly Ser Val 

55 60 65 

gag cat aga ggg aaa caa agg aaa gca gta gat cat tea aaa aag egg 336 
Glu His Arg Gly Lys Gin Arg Lys Ala Val Asp His Ser Lys Lys Arg 

70 75 80 

ttt ggt att ccc atg gat egg att ggt aga aac egg etc tec agt tec 384 
Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu Ser Ser Ser 

85 90 95 

aga ggc tga 393 

ffifiE#2 004-3061403 



Arg Gly 
100 
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<210> 4 

<211> 130 

<212> PRT 

<213> Mus musculus 



<400> 4 

Met Leu Asp Trp Arg Leu Ala Ser Thr His Phe He Leu Ala Met He 

"25 -20 -15 

Val Met. Leu Trp Gly Ser Gly Lys Ala Phe Ser Val Asp Leu Ala Ser 

-10 - 5 _i ! 

Gin Glu Phe Gly Thr Ala Ser Leu Gin Ser Pro Pro Thr Ala Arg Glu 

5 10 15 

Glu Lys Ser Ala Thr Glu Leu Ser Ala Lys Leu Leu Arg Leu Asp Asp 
20 25 30 35 

Leu Val Ser Leu Glu Asn Asp Val Phe Glu Thr Lys Lys Lys Arg Ser 

40 45 50 

Phe Ser Gly Phe Gly Ser Pro Leu Asp Arg Leu Ser Ala Gly Ser Val 

55 60 65 

Glu His Arg Gly Lys Gin Arg Lys Ala Val Asp His Ser Lys Lys Arg 

70 75 80 

Phe Gly He Pro Met Asp Arg He Gly Arg Asn Arg Leu Ser Ser Ser 

85 90 95 

Arg Gly 
100 

<210> 5 



tH!iE#2 004-3061403 
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<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 
derived from mouse soleus muscle. 

<400> 5 

gggggtggac catcctcta 19 

<210> 6 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying cDNA 
derived from mouse soleus muscle. 

<400> 6 

cgcgcagctg taaacggtag 20 

<210> 7 

<211> 249 

<212> DNA 

<213> Mus musculus 

<400> 7 

ttJSE# 2004-3061403 
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aggactctaa agttaggagc tctgacttct cacaagatgc tggactggag attggcaagt 60 

acacacttca tcctggctat gattgtgatg ctgtggggct caggaaaggc attctctgtg 120 

gacttagcat cacaggagtt tggaacagca agcttgcagt ctccacccac agccagagaa 180 

gagaagtcag ccactgagct ttcggctaag ctcctgcgtc ttgatgatct ggtgtcctta 240 

gagaatgac 249 

<210> 8 

<211> 30 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length mouse SSI 69 cDNA. 

<400> 8 

tcctgagccc cacagcatca caatcatagc 30 

<210> 9 

<211> 19 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length mouse SS169 cDNA. 

<400> 9 

ccttgacaga ctctcagct ^ 
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<210> 10 
<211> 1153 
<212> DNA 
<213> Mus musculus 

<400> 10 

agagagagag agagagagag agagagagag agagttggtg aaatgttccg ctgaaaatct 60 

gtggaactga tgtaagagaa agcaacgaca ggggttggag taagtggagt agaactgaga 120 

ctataaaaac acagaaagaa actcgcatca gggctaagtt tgggataagc tgcaggcagg 180 

actctaaagt taggagctct gacttctcac aagatgctgg actggagatt ggcaagtaca 240 

cacttcatcc tggctatgat tgtgatgctg tggggctcag gaaaggcatt ctctgtggac 300 

ttagcatcac aggagtttgg aacagcaagc ttgcagtctc cacccacagc cagagaagag 360 

aagtcagcca ctgagctttc ggctaagctc ctgcgtcttg atgatctggt gtccttagag 420 

aatgacgtat ttgagaccaa gaaaaagaga agcttctctg gctttgggtc tccccttgac 480 

agactctcag ctgggtctgt agagcataga gggaaacaaa ggaaagcagt agatcattca 540 

aaaaagcggt ttggtattcc catggatcgg attggtagaa accggctctc cagttccaga 600 

ggctgatgga ttcttattgt gcgacttact tgtgtgagat ggcacagaac tatagaagac 660 

acttcagtga agttcactac cccttttgtc aaggaattgg cctttcgcaa accttcccaa 720 

agcttgatcc tccccagacc atcacgtcat agtgttgctg tggttttagt tgagttgtgc 780 

agatcatttc agtgcatgga tatctctgaa agtatttttc aatgattccc aaattgtaac 840 

gtggcccctg aacctacttt ttttaaacag cagaccaata taatgcattc tcttgccatt 900 

aatattttca catttcagtt aatcaatgtg ctttctagaa acctagtgtt tgaagatctg 960 

atgatctaaa gaaatcagaa atgagcacat ggtgatttat ataggtttct ttagtttttc 1020 

tgaggtttgt cgaattgttg taaacttcaa cttcaagctt agaaaaaaga cattacatga 1080 

gtgtttgctt caactgtgtc agaaggcaaa taaattttga gaaaccaaaa aaaaaaaaaa 1140 

aaaaaaaaaa aaa 2153 

<210> 11 

tf}iE# 2004-3061403 
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114/ 



<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length human SS169 cDNA. 

<400> 11 

gactgtgggt gttgactgca catctatg 28 

<210> 12 

<211> 28 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying full 
length human SS169 cDNA. 

<400> 12 

ctgatctttc acgagatgct ggactgga 28 

<210> 13 

<211> 1655 

<212> DNA 

<213> Homo sapiens 

<220> 

tBSE#2 004-3061403 
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<221> misc_feature 
<222> (763).. (763) 

<223> n stands for unidentified base. 
<220> 

<221> misc_feature 
<222> (965) . . (965) 

<223> n stands for unidentified base. 
<220> 

<221> misc_feature 

<222> (1032) . . (1032) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1033) . . (1033) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1043) . . (1043) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1075) . . (1075) 

<223> n stands for unidentified base. 
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<220> 

<221> misc_feature 

<222> (1080) . . (1080) 

<223> n stands for unidentified base. 



<220> 

<221> misc_feature 

<222> (1113).. (1113) 

<223> n stands for unidentified base. 



<220> 

<221> misc_feature 

<222> (1138).. (1138) 

<223> n stands for unidentified base. 



<220> 

<221> misc_feature 

<222> (1235).. (1235) 

<223> n stands for unidentified base. 



<220> 

<221> misc_feature 

<222> (1238).. (1238) 

<223> n stands for unidentified base. 



<220> 

<221> misc_feature 

<222> (1265) . . (1265) 

<223> n stands for unidentified base. 
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<220> 

<221> misc_feature 

<222> (1277) . . (1277) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1280).. (1280) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1291).. (1291) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1301).. (1301) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1328).. (1328) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1347).. (1347) 
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<223> n stands for unidentified base. 
<220> 

<221> misc_feature 

<222> (1366) . . (1366) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1454).. (1454) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1553) . . (1553) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1580) . . (1580) 

<223> n stands for unidentified base. 

<220> 

<221> misc_feature 

<222> (1625).. (1625) 

<223> n stands for unidentified base. 

<400> 13 

acgcggggag ggctgagttt tggagaaact gcagagacag tactctaaag ttagaatctc 60 
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ctgatctttc 


acgagatgct 


ggactggaga 


ttggcaagtg 


cacatttcat 


cctggctgtg 


120 


acactgacac 


tgtggagctc 


aggaaaagtc 


ctctcagtag 


atgtaacaac 


aacagaggcc 


180 


tttgattctg 


gagtcataga 


tgtgcagtca 


acacccacag 


tcagggaaga 


gaaatcagcc 


240 


actgacctga 


cagcaaaact 


cttgcttctt 


gatgaattgg 


tgtccctaga 


aaatgatgtg 


300 


attgagacaa 


agaagaaaag 


gagtttctct 


ggttttgggt 


ctccccttga 


cagactctca 


360 


gctggctctg 


tagatcacaa 


aggtaaacag 


aggaaagtag 


tagatcatcc 


aaaaaggcga 


420 


tttggtatcc 


ccatggatcg 


gattggtaga 


aaccggcttt 


caaattccag 


aggctaattg 


480 


attccaatta 


tgcaacttcc 


ttgggtgaaa 


tgtcacagca 


atatggaaga 


tgcttcactg 


540 


aagttattca 


cacttcttaa 


tgattaaact 


tttaaggaac 


tgaccttctg 


caaatccttt 


600 


ccaaagcttg 


aacttcagtc 


catcacatta 


cggcattgtt 


acagcttcaa 


ttaaattgtg 


660 


taaatcattt 


tgatgcacgt 


acattttaaa 


attatatatt 


ttaattattc 


aagaatggtt 


720 


aacttcccct 


taaaccttac 


ttttaaaata 


ataattaaat 


acncaataca 


gtgaaatgcc 


780 


ttctgtatgg 


atttaccatg 


cacatgtttg 


gagtccaaag 


aaataataac 


caaagacaga 


840 


atttgccttc 


tgtaaaattt 


tagttataaa 


tctggcccat 


tattggggaa 


tgaaggaaag 


900 


gcaatgcctg 


tgtatttttc 


tggtgaggaa 


cttttccctt 


tccccggaat 


tccaattttt 


960 


tcccngaagg 


cctggatccg 


ggaataaatt 


atgaaaatta 


gggcttccct 


tttccaaatt 


1020 


ccaaagtttt 


cnngtccatg 


ttncagaaaa 


attaaaaaca 


ccagccccca 


agggnagccn 


1080 


tatttgactt 


tagaattaag 


gaaaggggaa 


ggnccattac 


tcatttggtc 


aaaacttnga 


1140 


tatcactttg 


tcccctaaaa 


accttcccat 


tttttttaaa 


ttctgccagg 


ttaagagcag 


1200 


taggtgtctc 


attaggaggg 


gaggtaacgc 


tcacncanag 


ggtaaaaatg 


aaagtaggag 


1260 


ggaantcaaa 


ggaattnccn 


ccagaactgg 


ntaggcccag 


ntaagcacac 


atcattttag 


1320 


gctcagtnca 


cttcagcata 


gtacaangtg 


atcttttgga 


tatcgnggat 


taatctaaga 


1380 


aactgtttac 


tgtgtttcat 


atattggctt 


attgggcttc 


aattgtctta 


ttatccttaa 


1440 


taagccaatt 


gaangagcat 


aatgattttg 


agaatgattt 


cttaaaaatc 


attcagatta 


1500 


tttttgaatg 


acttattaaa 


acataagttt 


tcgtattgta 


gaaaactcag 


ttntcagtaa 


1560 


taactatgat 


gttactgtan 


gcttggacac 


ataggtccat 


tgtgcacttg 


gatatacttt 


1620 


gaaanccccc 


aaaaaaaaaa 


aaaaaaaaaa 


aaaaa 






1655 



<210> 14 
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<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying mouse 
SS169 cDNA fragment. 

<400> 14 

tgtggactta gcatcacagg 20 

<210> 15 

<211> 19 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying mouse 
SS169 cDNA fragment. 

<400> 15 

ccttgacaga ctctcagct 19 

[mi] 

^yxSS169ffitt<D§&&<Dm&fr%i*7Fi-m-C$>& (Brain), >b 

m (Heart), B (Lung), (Kidney), &M (Spleen), ^(Testis), 

mffimm (BAT), ^mmmm (WAT), JFPK (Liver), mm (Muscle) &£XF/b 
m (S. intestine) o mm^&M<D^^ir 0 
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[02] 

fli^^v^^ (KKAy, db/db) £ J: tfjElfr^ * (C57BL/6) <7>#*§^K 

&ifz>s$mmitt<D5t:$iZ7F-fm'e$>&o mm^M^M-^m-to *tep<o.oi 

^ **(ip<0.001$r^i- o 
[HI3] 

gfi«^B# (ad lib) , ®.-km (fast) £<fctm3&fP# (refed) ^-)^f 
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[mi] 



mm 



9 
8 

- 7 
§ 6 
£• 5 
I 4 

t ^ 
2 

1 

0 



2 

CD 



2 



CD 
0) 



CO 



5 



0> 



o ^ 

jo co 



[0 2] 



CO 




C57BU6 KKAy db/db 
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ad lib fast refed 
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[000002934] 
1 • B 1 9 9 2^ U22B 

ft Br ^K/fr^iCT^EStWEgTe i# l-t 
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2/E 
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m m a m m m m 



[503007759] 
1 . B 2 0 0 2^12^260 

ft PJf ^IIITOStBIlT§3 3 



1 1^" 



£liliE#^- HiiiE#2 0 0 4 - 3 0 6 1 4 0 3 



